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SUPPLIES : 


Tablets 10, 25, and 100 mgm. 

Syrup containing 25 mgm. per 2-6 c.c. 
(approx. | teaspoonful) 

Soiutioas for injection 

: cent in 5 c.c. le 

23 per cent in I c.c. Rice. empouies 

Suppositories each containing 100 

mgm. Chiorpromazine base 

Detailed information is available and 

will gladly be sent on request. 
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MAY & BAKER LTD 





Control of intractable 
pain with 


[ argactil 2 


CHLORPROMAZINE HYDROCHLORIDE 


Chlorpromazine provides a three-fold beneficial action in the treatment 
of patients with progressively painful conditions. 
It produces a characteristic mental effect, of an apparently con- 
scious indifference to perceived pain, with a reduction of tension, 
apprehension, and anxiety. 
2 it has some intrinsic analgesic activity. 
3 It enhances and extends the effects of analgesics and hypnotics, and 
offsets many of their undesirable side-effects 
Published reports on its use in cancer patients, for example, indicate 
that at least 80 per cent of them obtained excellent to good relief of 
pain when chlorpromazine was given with standard analgesics. 
The management of patients with painful conditions is only one of the 
many clinical uses of ‘Largactil’ now being increasingly adopted in 
general practice. 


MA2336 
DISTRIBUTORS Vii ON lL a, 


PHARMACEUTICAL SPECIALITIES (MAY & BAKER) LTD - DAGENHAM - ESSEX 








Physiologic rehabilitation 
of the constipated bowel 


1. Absorption of senna glycosides 
into blood stream with no effect upon 
stomach and small intestine 


2. Excretion into large bows! — 
conversion into active principles 


3. Activation of large bowel 
peristalsis via myenteric nerve 
plexus (Averbach's) 


Neuro-muscular stimulation of the ~ 
defaecation mechanism with 
restoration of natural rhythm 





SENOKOT—the first standardized preparation of senna containing the total active 
principles of the pod—is not a laxative in the usual sense. It restores large bowel 
sensitivity and reflex evacuation—without mucosal irritation. In the treatment of 
chronic constipation the dose required to give a comfortable formed motion is 
administered regularly, and as natural rhythm is established dosage is gradually 
reduced and finally discontinued. 


Prescribed under the N.H.S.: KR 
J.C.P. Category 3; inexpensive; 


not advertised to the public. 
Granules: 1-2 teaspoonfuls. Tablets: 2-4 


Granules: 2 oz., 6 oz. and 2 Ib. Tablets: 50, 200 and 1,000 
Brit. Pat. No. 683,990 


WESTMINSTER LABORATORIES LTD., CHALCOT ROAD, LONDON N.W.1 
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1,000 micrograms 
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Virtually a new antibiotic 


‘Distaquaine’ V 


trade mark 


brand 


phenoxymethylpemcillin - penicillin V 


Reliable ORAL Penicillin 


for all ages 


“On present evidence it seems clear that 
penicillin V is more potent, dose for dose, than 
other oral preparations.” 

ANNOTATION, Brit. med. F., 1. 282. 1956 


Acid-Stable ‘Distaquaine’ V tablets, con- 
taining a new acid-stable penicillin (peni- 
cillin V), combine the convenience of oral 
penicillin with the reliability of treatment 
by injection. 

Convenient The dosage in an adult for the 
treatment of an infection of average severity 


THE DISTILLERS COMPANY 


is six tablets daily at four-hourly intervals. 
Smaller doses of the scored tablets may be 
given (e.g., in jam) to children. 
Inexpensive A bottle of 30 tablets (suffi- 
cient for five days’ treatment in an adult) 
costs 6s. 10d. That is, the basic cost to the 
N.H.S. is less than ts. §d. per day. 


* * * 


PACKS : 60 mg. tablets * 
Bottles of 30, 200 and 1,000 
*60 mg. equivalent to 100,000 units of penicillin G 


(BIOCHEMICALS) LIMITED 


FLEMING ROAD, SPEKE, LIVERPOOL 19 Te/ : HUNTS CROSS 1271 


Export enquiries: DEVONSHIRE HOUSE, PICCADILLY, LONDON, W.1I. 


Tel: MAYFAIR 8867 
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NEW... 


an antibiotic ointment 
that avoids risk 


of sensitisation 





for the skin 


| “eg 


— 
- = i 


In NEOBACRIN you have a safe and effective combination that is hard to beat: 
neomycin and bacitracin in an ointment base. Between them these two antibiotics 
have a wide range of antibacterial activity against gram-positive and gram-negative 
organisms. They both have an extremely low sensitising potential and negligible 
irritant properties—so much so, that NEOBACRIN is equally suitable for application 
to the eye or skin. Moreover, development of resistant strains has not been known 
to occur with neomycin or bacitracin applied locally. 

With benefits so evident, NEOBACRIN is the natural choice for everyday use in 
outpatients’ departments and general practice for treating infections of skin and 
eye infected wounds, burns and ulcers. 


NEOBACRIN 


TRADE MARK 


for the eye 


In 15 gm. tubes 5 mg. neomycin sulphate 
34 gm. tubes 500 units zinc bacitracin per gram 
(with ophthalmic nozzle) In bland paraffin base 


GLAXO LABORATORIES LTD., GREENFORD, MIDDLESEX + BYRON 3434 
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rO BE PUBLISHED THIS MONTH 


POTT’S PARAPLEGIA 


BY D. LI. GRIFFITHS, H. J. SEDDON & R. ROAF 
144 pages 74 illustrations 50s. net 


This is probably the most comprehensive study of Pott’s paraplegia 
ever published, and the authors have given in a small compass a 
detailed review of all aspects of the disease illustrated by a most 
valuable summary of the case histories of more than 120 of their 
patients. About equal numbers were treated by the older operative 
methods and the more recent operation of antero-lateral decom- 
pression of the spinal cord which the authors describe in detail. 
They show that the results of this operation are superior to those of 
any others, although transversectomy and laminectomy still have 
occasional applications. 


OXFORD UNIVERSITY PRESS 
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PITMAN MEDICAL 
DISEASES OF THE LIVER 


Edited by Leon Schiff, M.D., with 27 Contributors. 
The entire range of liver diseases is considered thoroughly from both a clinical and 
pathological standpoint. The book contains the broad and direct experience of 
27 highly qualified contributors—English and American—each specially suited to 
deal with their subject. £5 10s. net 


POLIOMYELITIS 


Papers and Discussions Presented at the Third Internaationl Poliomyelitis Conference 
* .. . it would be difficult to find in any text-book a more comprehensive study of 
all aspects of the disease. It has the advantage over books on poliomyelitis written 
by individuals, that each subject .. . is contributed not by one expert, but by a 
team of experts.”—The Medical Officer. 60s. net 


PULMONARY CARCINOMA 
Edited by Edgar Mayer, M.D., and Herbert C. Maier, M.D. With 18 Contributors. 
An important symposium written by authorities who are all actively engaged on 
clinical and research work in America. £6 net 


PITMAN MEDICAL PUBLISHING CO. LTD. 


(Distributors of the Medical Books of J. B. Lippincott Company) 
45 NEW OXFORD STREET ° ° w.c.i 
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THE PRINCIPLES AND PRACTICE OF MEDICINE 


Edited by SIR STANLEY DAVIDSON, M.D., P.R.C.P. (Edin.), M.D. (Oslo) 


Third Edition 


1,080 pages 
“ This is a pleasant book to read and sits comfortably in the lap. 


35s. 
It is up to date, 


109 illustrations 


It sells at a reasonable price, and can be strongly recommended as a textbook of 
medicine.”"—British Medical Journal. 


HISTOLOGICAL APPEARANCES 
OF TUMOURS 


DISEASE IN INFANCY AND 
CHILDHOOD 
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PAP POD APA Pole M yh Moroder Moyle lloyd 


By R. WINSTON EVANS, B.Sc., M.R.C.S., Second Edition. By RICHARD W. B. ELLIS, 
L.R.C.P. 0.B.E., M.A., M.D., F.R.C.P 
789 pages. 989 illustrations 90s. 718 pages. 333 illustrations 50s. 
; THE PATHOLOGY AND MANAGEMENT OF 
» SURGERY OF THE VEINS OF LIFE-THREATENING 
THE LOWER LIMB POLIOMYELITIS, 
By HAROLD DODD, Ch.M., F.R.C.S., and COPENMAGEN, 1952-1956 
F. B. COCKETT, B.Sc., M.S., F.R.C.S Edited by H. C. A. LASSEN, M.D 
470 pages. 51! illustrations 65s. 192 pages. 77 illustrations 22s. 6d. 
SUBARACHNOID THE LIFE OF HUGH OWEN 
H AMORRHAGE THOMAS 
By JOHN N. WALTON, ™_D., M.R.C.P By DAVID LE VAY, M.S., F.R.C.S. > 
366 pages. 36 illustrations 144 pages. 39 illustrations. 25s. 


E. & S. LIVINGSTONE LTD., EDINBURGH & LONDON 
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CASSELL MEDICAL BOOKS 
NEUROCHEMISTRY 


By SAUL R. KOREY, M.D. 
and JOHN I. NURNBERGER, M.D. 





An understanding of the biochemical activity of nervous tissue, and 
its alteration by morbid processes, is becoming more obviously 
necessary if the problems of many neurological disorders are to be 
understood and surmounted. In this symposium twenty-three con- 
tributors eminent in their chosen fields of neurology and bio- 
chemistry, outline recent developments and experiments in their 
subjects and point to fields of research likely to prove most re- 
warding. 


264 pages, 9}” x 6", illustrated, 50s."net 





37-38 ST. ANDREW’S HILL, LONDON, E.C.4 
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Equal to £6.19.2 

per cent. gross) 

@ ASSETS 
EXCEED 
£4,000,000 

The 








O ’ 
Vere 


STATE 


BUILDING SOCIETY 


(Established 1931) 


For full particulars apply to 
Secretar) 





STATE BUILDING SOCIETY 


30 STATE HOUSE 
26 Upper Brook Street, Park Lane, London, W.189,Tel : Mayfair 8161 


The State Building 
Society are ready to 
accept any sum up to 
£5,000 for investment 
at 4 free of Tax 
(Income Tax borne by 
the Society). 























* Costra Mask | 


FOR SURGEONS AND NURSES 








Bacteriologically 
tested and 
specially designed 
for the 
prevention of 
droplet infection 


After many bacteriological experiments this mask was 
designed to arrest all droplets from the mouth and nose, 
and so to prevent contamination during operation. The 
“Cestra” Mask consists of four layers of fine dqntal 
gauze. it fastens securely under the chin, has an air gap 
at the sides, is comfortable to wear for long periods and 
may be easily sterilised. 
Obtainable from Chemists and Medical Stores 


MADE BY ROBINSON & SONS LTD. 
Wheat Bridge Mills, Chesterfield. Tel. Chesterfield 2105 


London Office : King’s Bourne House, 229/231 High Holborn, 
London, W.C.i. Tel. Holborn 6383 


Manufacturers of al! kinds of Surgical Dressings 














TRUE TALE FOR TRAVELLERS 


One of our customers had his pocket picked 
in the train between Bologna and Ravenna 
and lost his notecase with nearly {80—a 
neat, swift job. Two days later the police 
were able to tell him that the remnants of his 
case had been picked up on the line. All the 
Italian notes had been taken out (£8 odd) 
and the case thrown out of the window; an 
express had evidently run over it as it lay 
open on the line, for £70 in Westminster 
Bank Travellers Cheques had been slashed 
into ribbons. 

The point is that the thief took the Italian 
notes but dared not risk changing the Trav- 
ellers Cheques. And the moral of this story 
is—always carry Westminster Bank Trav- 
ellers Cheques when you journey abroad 
They are obtainable at any branch, whether 

you have a bank account or not 


2 9 
© 
WESTMINSTER BANK LIMITED 
Head Office: 41 Lothbury, London, E.C.2 


900000000 O © 
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Gmeon ELWES, son of a Knight of Malta and him- 
self created Knight of Honour and Devotion of 
the Sovereign Military Order of Malta in 1929, is 
one of the most celebrated portrait painters in this 





country 
the Slade School and in Paris 
the Royal Academy in 1927 


Educated at The Oratory, he studied at 
First exhibited at 
In 1953 he became 


Vice-President of the Royal Society of Portrait 
Painters. During the last war he served in the 10th 





Hussars. As a recreation after painting 


ortraits he paints landscapes! Here he is in his 
st. John’s Wood studio 


“My Daily Mail” by SIMON ELWES 


6¢ BUYING a paper is rather like meeting 

someone on a ship—you want company 
and you choose that face rather than another. 
Then you hear something that you like, said 
in the way you like—you may not agree but 
you’ve made a friend. 

I was won from a sister paper, or more 
accurately a neighbour paper, to become an 
interested and constant reader of the Daily 
Mail by something I saw that I liked and 
which I continue to like. 

As an Englishman I enjoy being talked to 
‘as we speak in the street ’, if I may borrow 


Chesterton’s phrase, and I want to learn 
about my country, my fellow islanders and 
the rest of the world that way. 

As an artist I delight in Trog and in 
wonder I learn from my sons that he is a 
glittering figure in one of the most dis- 
tinguished dance bands of today. I lift my 
hat to a very gifted man and also to his 
fellow, Alex Raymond, who is an extremely 
able and entertaining draughtsman — but 
I’m very worried about Honey! 

And a big bow to Don Iddon. I know my 
America well and his column is a necessity.” 
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Anew anti-inHlammatory | 


and anli-pruritic agent 





BIOSONE G.A. 


BIOSONE G.A. OINTMENTS contain 2°, of the derma 
tologically active isomers of Glycyrrhetinic Acid which, 


when applied to the skin, has an action resembling that of 
HYDROCORTISONE (B.M J Dec 1955, P. Igor) 
°. Coon 





Hydrocortisone 


Glycyrrhetic Acid 
Glycyrrhetinic Acid 


Available in SPECIALLY FORMULATED BASES which 
take into account the sensitive nature of G.A.: 


BIOSONE G.A. OINTMENT (GREASY) 
BIOSONE G.A. Ointment (NON-GREASY) 
BIOSONE G.A Ointment with NEOMYCIN 

FREELY PRESCRIBABLE ON E.C.10. 


BIOSONE G.A. is INEXPENSIVE by comparison with 
Hydrocortisone and no systemic or local reactions have 


been reported 


BIOSONE G.A. OINTMENTS 


The FIRST CHOICE in the 
treatment of DERMATOSES 


Pack: 2¢ eo tubes 
Samples and literature available on request 


Distributed by 


BIOREX'S 


(MARKETING) LTD. 


Research and manufacture by BIOREX LABORATORIES LTD., 
47/51 Exmouth Street (Mkt.), Rosebery Avenue, London, E.C.: 
Telephones: TERminus 9494, 5216/8 
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Canned strained foods set 
a mothers mind at r 


As you know, some mothers are worried when 
you advise early mixed feeding for baby. With so 
many other things to do, the difficulty of obtain- 
ing and preparing a variety of fresh foods seems 
almost insuperable. But Heinz Strained Foods 
solve the mother’s problem and make it easy for 
her to follow your advice. 

Furthermore, Heinz Strained Foods are better 
for baby than many home-prepared foods. Heinz 
get their vegetables and fruits straight from farms. 
And the special Heinz cooking and straining 
equipment preserves the maximum goodness. 

So with 19 really nourishing varieties to choose 
from, it’s easy for mother to give her baby the 
varied diet you recommend. 

For a FREE booklet giving the nutrient values 
of all 19 varieties of Heinz Strained Foods, 
please write to Dept. 7R, H. J. Heinz Company 
Ltd., London N.W.10. 


“HEINZ 
Strained Foods 


SOUPS - MEAT BROTHS * VEGETABLES - SWEETS « CEREAL 
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Do not overlook 
the Psychological effect 
of a SPENCER Support 


4 Spencer support 





improve circulation; protects inner tissue help 
prevent skin from breaking Guards against 
caking and abscessing after childbirth 


Spencer Antepartum-Postpartum Support 

During antepartum and postpartum periods—and especially in early ambula- 
tion—a Spencer ‘exerts an important psychological effect. A Spencer's 
gentle but effective support increases the patient’s confidence in her ability 
to “‘ stay on her feet” and “‘ move about.” 

Therapeutically, a Spencer Support helps to regain postural stability, helps 
replace organs in normal position, often relieves low-back pain. A Spencer 
offers protection to tissues affected by operative procedures without restricting 
natural muscle activity. 

A qualified scientifically trained Fitter furnishes us with a description of the 
patient’s body and posture, and detailed measurements. Then, the support 
is individually designed, cut and made at our Manufactory at Banbury. 
Within a short time the patient’s support is delivered and adjusted by the Fitter. 


For further information write to 


SPENCER (BANBURY) LTD. 


Consulting Manufacturers of 
Surgical and Orthopaedic Supports 
SPENCER HOUSE BANBURY OXFORDSHIRE 
Tel.: Banbury 2265 
Branches Offices: 


LONDON: 2 South Audley Sc., W.! Tel.: GROsvenor 4292 

MANCHESTER: 38a King Street, 2 Tel.: BLAckfriars 9075 

LIVERPOOL: 79 Church Street, |! Tel.: ROYal 402! 

LEEDS: Victoria Buildings, Park Cross Street,! Tel.: Leeds 3-3082 
(opposite Town Hall Steps) 

BRISTOL: 44a Queen's Road, 8 Tel.: Bristol 2480! 

GLASGOW: 86 St. Vincent Street, C.2 Tel.: CENeral 3232 


EDINBURGH: 30a George Street, 2 Tel.: CALedonian 6162 
APPLIANCES SUPPIED UNDER THE NATIONAL HEALTH SERVICE 


Trained Retailer-Fitters throughout the Kingdom. Name and address of nearest Fitter supplied on request. 


Copyright 
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4 neutral, stable and soluble 


theophylline derivative 


NEUTRAPHYLLINE 





, 7 F 
{enpoule ¥, fablets and suppOosutories 
i } rl, r) , 
{ctive and well tolerated by mouth or per rectum 


Completely painless when injected intramuscularly 


Bronchospasm : Cardiac and Renal Oedema 


Coronary Insufficien 















































CONTINENTAL LABORATORIES LIMITED 
10! Great Russell Street, London. W.C.1. 








Lawn Tennis is hardly a sport for the 
rheumatically afflicted—even if the 
heumatism be but a mild attack 

of * fibrositis °—for the sudden sharp 
stabs of muscle pain tend to occur 

at the most disadvantageously 

ir opportune moment 

ALGIPpAN Balm, with its localised 
clinical target, can at least be 


certain of its own game muscular 








rheumatism. Initiating and maintaining 


a glowing counter-irritant hyperemia, 
‘ . IAN ? I ; ] t suffuses the tender area witl 
ALGIPA! 3alm 
TRADE MARK warmth and firmly diverts attention 


from the erstwhile painful spot 


“4 ALGIPAN is available in 40 G. tubes 
Wueth 
= 


JOHN WYETH & BROTHER LIMITED, Clifton House, Euston Road, London, N.W.1 
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~ Hepergy 


(formerly called Kylon G.F.4) 





helps him to catch up with the others 
Hepergy is produced by treating liver by a specially developed process 
The biological control of this process ensures the retention of 
the natural growth factor in a stable and therapeutically effective 
form. Hepergy Tablets are indicated to promote the full natural 


growth and development of retarded children. 

















Dosage 
Children Adults 
4 Hepergy Tablet 1 Hepergy Tablet 
b.d. crushed and t.d.s. chewed after 
Box of 28 tablets sprinkled on food food, or crushed and 
Basic N.H.S. price 4/I1d. sprinkled on it 


& cenatosan LIMITED, LOUGHBOROUGH, LEICESTERSHIRE 


Piease write to our Medical Department for fuller information. 
Reprint (B.M.J. 1952. 1388) gladly sent on request. 
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SANCTIONED ON N.H.S; PRESCRIPTIONS (FORM E.C.10) 


EPHAZONE tablets 


The rational, symptomatic | (27.°°""."" 


Ephedrine } grain 


Theobromine 4 grain 
Theot 4 


remedy for bronchial spasm 1N | presen. sean 


Calcium gluconate } grain 
ASTHMA & BRONCHITIS 


THIS PREPARATION IS NOT ADVERTISED TO THE GENERAL PUBLIC 





EPHAZONE LTD 59 BROOK STREET, LONDON, W.I 


Telephone: MAYfair 5496 










| Bile extract 
+ Lactic Ferment 


Yeast 
t Vegetable Extracts iz oes not create 
i a habit. 
_ Its purpose is 





to correct one. 


in Constipation. sn ok: 5 
MYCOLACTINE “ Das 


The ANGLO-FRENCH DRUG CO. LTD., 11-12 Guilford Street, London W.C.1 
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Is it going to hurt ? 


There are many wounds of all types which require dressing in such a way that the 
delicate epithelium receives the minimum of trauma. Most burns and many of the 
lesser accidents to which children are subject come into this category. In such cases, 
consider the advantages of Jelonet paraffin gauze dressing. This nen-adherent dress- 
ing, a Smith & Nephew product, comes to you sterilized for immediate use in your 
surgery. It need exert no more pressure over the damaged part than is absolutely 
necessary; dressing trauma is prevented, and healing can continue undisturbed. 

Jelonet dressings are supplied in tins and in separately-packed single pieces, in 
sealed envelopes, for use in the patient’s home. 


JELONET 


+eaee wees 


PARAFFIN GAUZE DRESSING B.P.C 
is a dressing for all w ounds—sterile and ready for immediate use 


Jelonet may be prescribed on Form E.C.ro in the following 
sizes :— individual pieces in separate envelopes, in cartons of 12, 
and in tins containing 5, 10, and 36 pieces. Each piece 3}” x 3}”. 
For hospitals and other large users there is a special size tin 
containing a strip 8 yds. long x 3}” wide zig-zag folded. Every 
dressing is sterilised and ready for immediate use. 


FULL DETAILS FROM: SMITH & NEPHEW LTD~ WELWYN GARDEN CITY 


D 
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MIOTROL- 


TRADE MARE 


Tablets containing :—Methyltestosterone 2.5 mg. Ethiny! Oecstradiol 0.005 mg. 
Phenobarbitone 16.0 mg. (4 gr.) 






A synergistic combination of androgen and 
oestrogen with phenobarbitone. 









Specifically designed for control of symptoms associated 
with menopausal disturbances, premenstrual migraine 
and tension, dysmenorrhoea. 










Literature forwarded on request. 


sn OXOID) mrooucr 


OXO LTD. (Medical Dept.), THAMES HOUSE, LONDON, E.C.4 


Telephone: CENtral 978! 






Septet 


The only surgical stockings You can always rely on a 
made to individual measure 


Lastonet stocking fitting 
perfectly everywhere because 


we make each stocking 













individually to the patient’s 
measurements. The nylon 
or cotton elastic net affords 
excellent support and is 
self-ventilating. 

Lastonet stockings, of course, 
may be prescribed under the 
National Health Scheme. 


i a = seb 
Leon 






PA ELASTIC 


wow IN NYLON or corron NET STOCKING 


LASTONET PRODUCTS LTD, CARN BREA, REDRUTH, CORNWALL 
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Comfort at work 





Comfort at leisure 





In disorders of the urinary tract the analgesia of 


is quick 
confined to the urinary tract only 


and safe 


In bottles of 25 and 500 tablets - Samples and literature on request 


Menley & James, Limited, Coldharbour Lane, London, S.E.5 


*Pyridium* is the registered trade mark of Nepera Chemical Co., Ine. 
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LINICAL experience has proved the value 
of combining penicillin and ‘Sulpha- 

mezathine’ in the treatment of many 
bacterial infections. Since each supplies the 
possible deficiencies of the other, extra 
protection against a wide range of organisms 
and an enhanced anti-bacterial effect are 
obtained. 

The advantages of combined ‘Sulpha- 
mezathine’ and penicillin therapy are now 
available in a single and convenient formula- 
tion—‘Sulmezil’. 

‘Sulmezil’ Tablets each contain 0.5 
gramme ‘Sulphamezathine’ Sulphadimidine 
B.P. and 150,000 units of ‘Dibencil’ 
benzathine penicillin. 

*Sulmezil’ Oral Suspension contains the 
same dosage as the tablets in each fluid 








drachm (3.5 c.c.). Ready for use, the suspen- 
sion is pleasantly flavoured, and free from 
the characteristic taste of either penicillin or 


sulphonamide. It is therefore particularly 
suitable for children. 


— 4 ~ ss 
The further advantages of ‘SULMEZIL’ 
* Especially useful in mixed infections 
* Resistant bacteria less likely to ocour 
* Minimum risk of toxic side-effects 
* Maximum convenience 


‘SU LM EZIL’ ORAL SUSPENSION AND TABLETS 


Combined ‘Sulphamezathine’ and Penicillin Therapy 


IMPERIAL CHEMICAL (PHARMACEUTICALS) LIMITED, WILMSLOW, CHESHIRE 
4 subsidiary company of Imperial Chemical Industries Limited 


Ph.s4s/1 








ARE ANTACIDS HARMFUL? 


T is normal to regard antacids as harmless substances. Dosages of 
“one to three tablets four to six times a day” seem reasonable and 
safe. Whether the patient is to take four tablets or eighteen is left to 
him. And presumably, if it requires eighteen to remove the symptoms, 
eighteen are taken. But is the patient doing himself harm? 

The nature of peptic ulcer is obscure but it is probable that a substantial 
proportion of all people are constitutionally disposed to ulcers under certain 
conditions. One of the factors may be that their acid-secretory mechanism 
is over-efficient, and, given the right stimuli, produces a degree of acidity 
which in some way leads to the formation of an ulcer. The initial stimulus 
may be complex but in making himself comfortable the patient will almost 
inevitably reduce the acidity below normal. He will thus provide a new 
stimulus to secretion, and, by following such a regimen over a period, so 
exaggerate his constitutional condition that even when the original stimulus 
is removed he continues to over-secrete acid. Thus a temporary disorder 
becomes a permanent disability. The patient becomes another chronic 
ulcer case. 

Although some of this argument may be conjectural, it is almost 
always wrong to reduce acidity below normal. The one safe therapy in the 
present state of knowledge is that which restores the acid level to within the 
normal tolerance and at the same time inactivates the pepsin. The only 
satisfactory compound known to us which does this is Bismuth Aluminate 
Bi, (Al,0,);. 1OH,O, now available to the medical profession under the 
trade name Bislumina. This preparation has been placed in Category 3 
by The Ministry of Health Standing Joint Committee and is prescribable 
on Form E.C.10. 


RESEARCH DEPARTMENT - MINING & CHEMICAL PRODUCTS LTD - 8 STRAND, LONDON, WC2 
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a three-fold 


calming 


influence... 


RELIEVES SPASM 
RELAXES NERVOUS TENSION 
LIQUEFIES STARCH MASS 


BARDASE,* combining the 
antispasmodic, sedative and 
amylolytic properties of belladonna 
alkaloids, phenobarbitone and Taka-Diastase, presents a comprehensive 
therapeutic approach to the problem of visceral spasm. It has proved of 
great value in the relief and management of gastro-intestinal disturbances, 
particularly peptic ulcer and the irritable colon syndrome. BARDASE may also be 


prescribed as a useful adjunct to other treatment in cases of ulcerative colitis. 
*Trade Mark 


Bardase 


SPASMOLYTIC SEDATIVE DIGESTIVE AID 
Yellow sugar-coated tablets supplied in bottles of 50 and 500 
Bardase Liquid is available in bottles containing 4 and 16 fluid ounces 
at e °, 
3 PARKE, DAVIS & COMPARY LTD. (inc. USA) HOUNSLOW, MIDDLESEX - HOUNSLOW 236! 
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a new compound containing 
ferrous calcium citrate with tricalcium citrate 


pregnancy Iron plus calcium 


We OWE weleciule 


a white uncoatea tasteless tablet 
no gastrointestinal disturbances 


outstanding therapeutic response 


LITERATURE ON REQUEST 





adolescence 

Ortho Pharmaceutical Limited - High Wycombe - England 
menorrhagia 
anaemia infancy lactation 
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Daytime Sedation 


- without Hypnosis... 





TRADE MARK 


( ‘ovatin 





Formula: p-butylthiodiphenyl-methyl-2-dimethylamin- 
oethyl sulphide hydrochloride. 


Every day in the waiting room there are patients who 
can benefit from Covatin, the new anti-anxiety drug. 
Covatin can be prescribed with confidence—clinical 
trials have proved that it promotes tranquillity and 
release from tension without causing sleep or dulling 

It is particularly suited to the ambulant 


alertness. 
patient, has minimal side-effects and is not habit- 


forming. 
INDICATIONS 

Anxiety and tension states, nervous disorders, de- 

pression and restlessness. Tension due to high blood 

pressure, arteriosclerosis, or menopause, etc. 


Packaging Dosage 
Available as The therapeutic 

. - dosage is | tablet § 
50 mg. sugar-coated times daily which 
tablets in bottles should be taken with 
of 50 and 500 | food, if possible 





C ‘Yovatin 


a William R. Warner & Co. Ltd., Power Road, 
“oe London, W.4 



































INTERNATIONAL STANDARD 
FOR HYALURONIDASE 


An international standard for preparations 0: hyaluronidase has 
been established (World Health Organisation, Geneva, October 1955) 


Hyalase—the first British preparation of hyaluronidase 
was developed by Benger Laboratories and, in the 

absence of international agreement, a ‘‘Benger”’ unit 

was adopted and became widely accepted. 

The strength of Benger ‘Hyalase’ ampoules remains unchanged 

(1000 Benger units) but will in future be decribed in terms of the 


new international! unit 


Each ampoule of Hyalase contains 1500 international units. 


HYALASE 


Hyaluronidase 
Hvyalase ampoules (1590 international units 


are aVailable in boxes ol 20 and 10 


A PRODUCT OF { BENGER § nersance 


BENGER LABORATORIES LIMITED - HOLMES CHAPE HESHIRE ENGLANI 
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Cheyne-Stokes 
Respiration 


Cardiac failure 
Bronchospasm 


Oedema 


A CLEAR CASE FOR CARDOPHYLIN. IT IS PRESENTED in tablets, supposi- 
Best known and most widely used of tories, and ampoules for intravenous 
the purine derivatives, Cardophylin and intramuscular administration. 

is the one drug which combines four 
methods of treating heart failure. It 
is a respiratory stimulant; it con- 
trols bronchospasm; it increases /} formation Service is always at 


FULLY DESCRIPTIVE LITERATURE 
4 is available and a Technical In- 


coronary flow; and it is a diuretic. your disposal. 
< << e 


A clear case for 








c.4, (nev. 1) 


j 


} 
| BENG } 
Manufactured by WHIFFEN & SONS LIMITED and distributed by | eR 


PRODUCT 
BENGER LABORATORIES LIMITED- HOLMES CHAPEL- CHESHIRE { — 














for the 


Eczema-Dermatitis 


group of 


lesions 





A cream containing 16 

zinc oxide, 4°. ichtham- 

mol and 2°., camphor in 
a soothing, drying base, for use at the sub 
acute stage when a little weeping may still be 
present but the area is mainly crusted, irritant 
and sore Basic N.H.S. cost 2/- for | oz tube, 


3/-for2oz tube. 


A cream containing 
purified fractions equiv- 
alent to 5°, crude coal 
tar, 1°% salicylic acid and 25°, zinc oxide in a 
non-drying base, for use at the chronic stage 
This is safer than the customary coal tar prep- 


aration. Basic N.H.S. cost 2/3 for 1 oz tube 





f ; N ughborough, eicestershir 
— |S : &ale, 
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| additive | anti-inflammatory effects 





In rheumatic disease e+ (en =2 Gordex 


Cordex combines Delta-Cortef and acetylsalicylic acid to 
provide the additive anti-inflammatory activity of each drug, 
plus the analgesic action of the salicylate. 

With this combination relief of pain is normally afforded in 
24 to 72 hours. In the amount employed, Cordex achieves 
an effect equal to that produced by 2 or more times the 
amount of adrenal steroid alone. This combination permits 
a reduction in the dosage of each component, which results 
in a decrease in undesired side reactions. 

Indicated in : fibrositis, tendinitis, synovitis, myositis, bursitis, 
neuritis, lumbago, painful shoulder, non-articular rheuma- 
tism, allergic arthritis, osteoarthritis and mild or low-grade 
rheumatoid arthritis. 


UPJOHN OF ENGLAND LTD. 4 Aldford 


Each Corpex tablet contains :— 


Delta-1-hydrocortisone 0.5 mg. 
Prednisolone 

Accetylsalicylic acid 300.0 mg. 

Average dosage 1-2 tablets four 


times a day. Bottles of 100 tablets. 


CORDEX is at present 
available to hospitals only. 


 UPiohnd 


Park Lane, London, W.1. 


*Trade mark 








GENATOSAN LTD. Loughborough, Leicestershire. 
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the iodine ointment 


lodine remains one of the most useful of all 
therapeutic agents. It is antiseptic, penctrating, 
resolvent and rubefacient. 
‘lodex’ is the ideal form of iodine for external 
application. Highly effective in the relief of 
pain and swelling associated with bruises, 
strains and sprains, ‘Iodex’ is so bland 
that it can safely be applied even to raw 


or mucous surfaces. 


oo > ~-oo > > > ~---7r 





*lodex’ Plain (4°, resublimed iodine in a 
petrolatum base) and ‘lodex’ Green Label, 
which contains in addition Methyl Salicylate 
‘lodex’ is available in two forms: es ’ 
*lodex ’ Green Label is intended for use 


on unbroken surfaces only. Both forms are 


available in 1 oz. tubes and 4 oz. jars. 





> ~7-rrrrr rr rorrorrrre 
oo; oo ~-oo 


MENLEY & JAMES, LIMITED, Coldharbour Lane, London, S.E.s5. Tel: BRixton 7851 
* Jodex’ is a registered trade mark @ Samples and literature available on reques 
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endows the anginal patient with a 


*Pentoxylon’ combining two 
effective and reliable agents, 
*Rauwiloid’ and P.E.T.N. in one 





tablet—provides a more compre- 
hensive therapy for angina 
pectoris than has hitherto been 
possible using a single prepara- 
tion. *‘ Rauwiloid "—a purified and 
and standardized alkaloidal 


extract of Rauwolfia serpentina— 
has pronounced tranquillizing, 
bradycardic and _ stress-relieving 
properties; P.E.T.N. (pentaery- 
thrityltetranitrate) is a powerful, 
long-lasting coronary vasodilator. 

*Pentoxylon’ not only relieves 
the coronary spasm, but helps to 
prevent attacks—reducing the 
apprehension of the patient living 
in dread of the next onset of pain, 
and so checking the cycle at its 
commencement. 





* Rauwiloid’ and 


RIKER 
LOUGHBOROUGH 


* 


* 


Descriptive literature will be supplied 


* Pentoxylon’ are registered trade-marks. 


LABORATORIES 


happy, useful life... 


Reduces tachycardia 


Increases exercise 
tolerance 





Reduces nitroglycerin 
needs 


Allays apprehension 
and anxiety 


Lowers blood pressure 





when this is raised 


Each ‘Pentoxylon’ tablet contains ‘Rauwiloid’ 
I mg. and P.f 
10 mg 
daily alwavs before meals 
daily are well tolerated. 


TN. (pentaerythritvit tranitrate) 
The usual dose is one tiblet four times 
Up to eight tab‘ets 


on request. 


Regd. Users: 


LIMITED 
Leics. i 
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ELL tolerated by patients undergoing 
long-term aspirin therapy in rheumatic 
conditions; easily taken by those who are 
nauseated by crushed or dissolved aspirin, 
or who cannot swallow tablets, Paynocil 
presents aspirin in its most acceptable form 
Gastroscopic investigation has shown 
Paynocil to be superior to aspirin tablets 
in causing less inflammation of the gastric 
mucosa, a constant risk with prolonged 
treatment. Paynocil tablets are equally 
suitable for occasional analgesia. 
They disintegrate pleasantly and rapidly 
on the tongue without water. 


REFERENCES: Practitioner, 173: 46, 1954 
Brit. med. J., 2: 7, 1955. Ibid., Editorial, 2: 


PAYNOCIL 


NON-IRRITANT, PALATABLE ASPIRIN 


31, 1955. 






Each tablet contains 


Acetylsalicylic acid ....... 10 grains 
Aminoacetic acid ........ 5 grains 
PRESENTATION 

Cubes of 18 

Dispensing pack of 240 

(Basic N.H.S. cost) 21 8d 


c. lL. BENCARD LTD. 
PARK ROYAL, LONDON, N.W.i0 


Telephone: ELGor 668! 
Telegrams: Bencarlond, Harles, London 
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A NEW 


ORAL 
CHEMOTHERAPEUTIC 
FOR 

TUBERCULOSIS 


A new chemical compound formed 
by the combination of INH and 
PAS in molecular proportions 





DIPASIC IS AVAILABLE FOR INVESTIGATION 


LITERATURE ON THERAPY 





AND DOSAGE 
ON REQUEST 
TABLETS OF 100 mg. OF ISONICOTINIC ACID 
HYDRAZIDE-P-AMINOSALICYLATE 


BENGUE & Co. Ltd. MANUFACTURING CHEMISTS 
MOUNT PLEASANT ~- ALPERTON - WEMBLEY - MIDDLESEX 


Bengue & Ce. Ltd. moke “ Diposic™ available in the United Kingdom by errangement with Ed. 
Geistlich Sona Ltd., Wolhusen (Switzerland). 
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Just a sip of water... 


How patients dislike the huge draughta 

of water that must be taken with ordinary, 

less soluble sulphonamides. Yet, when 

Urolucosil is prescribed for B.coli infections of the 
urinary tract, fluids are unnecessary —even undesirable. 
For Urolucosil is highly soluble and very little is 
converted into the insoluble, inactive acetylated form. 
Excretion is rapid without the risk of crystalluria. 
The high urinary concentrations so quickly achieved 
make Urolucosil suitable for urinary tract infections 
—and yet permit minimal doses to be given. 

Thus side-effects are seldom observed. 


ACTIVE PRINCIPLE : Sulphamethizole 100 mg. 
DOSE : J tablet 4-hourly. 


PACKING : In bottles of 25, 250 and 1,000 tablets. 
Urolucosil is a S.IV Poison, not subject to Purchase Tax. 


URO LUCOSILI. 


WILLIAM R. WARNER & CO. LTD., POWER ROAD, LONDON, W.4. 
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The most remarkable 





Now made available in Great Britain by Lederle 


Fully active by mouth . . . relieves stress . . . stabilises the emotions 
Valuable daytime tranquilliser . . . induces natural sleep at night 
Reduces tension, irritability and restlessness 

Has proved effective where barbiturates have failed 

Muscle relaxant in spasm, pain and stiffness 

Has no specific action on blood pressure 


Free from toxicity . . . of negligible side effects 


LEDERLE LABORATORIES DIVISION 
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Hematrix 
Ointment 


HEMATRIX is designed for the immediate 
relief of itching and localised pain through 
progressive treatment of the enlarged and 
varicose tissues by mild antacid astringent 
action. HEMATRIX acts promptly, effec- 
tively and thoroughly, promoting 
the disappearance of subjective 
symptoms. 

Hematrix Ointment is presented 
in a tube with an applicator for 
internal use, and contains: 


BENZOCAINE 6% 
ALUMIN. OXIDE 7.5% 
ZINC OXIDE 15% 


BALSAM PERU 2-5% 






Prescribable on E.C.10. 
(Category 4) 


For the treatment of haemorrhoids, pruritis ani, and 
inflammatory eczematous lesions in the anal region. 








Hematrix 
Suppositories 


An alternative method with the inclusion of 
Bismuth Subgallate and Resorcin in the 
formula gives added value in pruritis and 
sepsis. Also gives maximum relief from pain 
and itching. 

The distinctive straight-sided, 
conical shape is selected for giv- 
ing prolonged contact with the 
anal canal, and greatest ease of 
insertion. The more gradual dis- 
placement of the orifice so per- 
mitted is of marked benefit where 
fissure is present. 

Each suppository is plaquetted in 
transparent acetate and supplied 
in boxes of 12. 


S Maw Son and Sons Limited Barnet England 
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This filing box, designed for the 
consulting room desk, contains an 
indexed supply of diet cards for 
16 different conditions. The cards 
are planned to include specimen 
daily menus which facilitate the 
patient’s co-operation and save 
the doctor's time. This is one of 
the services offered free of charge 
to the medical profession by the 
Energen Dietary Service. 

In special cases, clinical 
considerations often necessitate 
the preparation of a diet which 
takes into account the individual 

requirements of the patient. On receipt of appropriate 
information from the practitioner, such diets can be 
specially constructed and sent through the post; or a 
consultation can be arranged with a senior dietitian. 
The Energen Dietary Service is staffed by fully qualified 
dietitians, under close medical supervision. It offers 
independent information and assistance to the medical 
profession in all dietary and nutritional matters. 
Requests for the Diet Card Filing Box, 


or other inquiries should be addressed to: 
THE HEAD DIETITIAN, ENERGEN DIETARY SERVICE, 


25A. BERYANSTON SQUARE, LONDON, W.! 
TELEPHONE: AMBASSADOR 9332 
ENE] IETAR* 


t 


AVAILABLE ONLY IN THE UNITED KINGDOM 





























Safe, Reliable, Efficient 


PENIDURAL, the safe oral suspension of penicillin, is a reliable 


weapon in the treatment of many infections. 

The penicillin is absorbed from the intestine and results in 
therapeutic blood levels in the patient which deal efficiently 
with the penicillin-susceptible organisms. 

PENIDURAL Oral Suspension is a palatable preparation and 
its administration by mouth is simplicity itself. One teaspoonful 
(5 c.c.) six-hourly is sufficient to deal successfully with most of 
the pathological processes caused by Streptococci, Staphylococci 
and Pneumococci. 

PENIDURAL Oral Suspension contains 300,000 units Benzathine 
Penicillin to each large teaspoonful (5 c.c.) and is supplied in 
bottles containing 60 c.c. 

Oral PENIDURAL is also available in tablets, each containing 


200,000 units of Benzathine Penicillin. 


PENIDURAL Oral Suspension 








Wyeth 








The word ‘Penidural’ is a registered trade mark. 


JOHN WYETH & BROTHER LIMITED 
I 


CLIFTON HOUSE, EUSTON ROAD, LONDON, N.W. 
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an effective answer to / anogenital itching 


wy and pain 
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Save time on urine tests with... 


CLINITEST and AGETEST 


Reagent Tablets 
for the detection of Glycosuria 


Reagent Tablets 
for the detection of Ketonuria 


Both tests performed simultancously in 1 minute! 


Specialists, General Practitioners,Clinics and 
Hospitals in all parts of the country have 
used and prescribed ‘ Clinitest’ Reagent 
Tablets since 1947. Many valuable hours 
have been saved. Now after intensive re- 
search work and clinical trials the makers of 
*Clinitest’ Reagent Tablets have produced 
*Acetest’ Reagent Tablets for the detection 
of Ketonuria. With ‘ Clinitest ’ and ‘Acetest’” 
Reagent Tablets, reliable routine sugar and 





CLINITEST 


No external heating - No measuring of reagents 
Approved by the Medical Advisory Commit- 
tee of the Diabetic Association. The 
*Clinitest’ set, refills and accessories are all 
available under the N.H.S. on Form E.C.10. 
( Basic Drug Tariff Prices: Set 6/8 complete. 
Refill bottles of 36 tablets 2/4.) 





CLINITEST 
HOSPITAL EQUIPMENT 


An invaluable time-saver in wards 
and clinics. Write for details and 
hospital prices. 





acetone tests can be carried out simultane- 
ously in one minute! 


I cllineeeelieeetliemeeetiicmenntiinemnattieeedtiiaeattieeattienadtieetieestteateatteae 


The advantages of 


ACETEST 


| Reagent Tablets 

| Quick and reliable, a single tablet provides all 

| the reagents to perform a test. Low cost 
permits this tablet test to be used as a screening 

| procedure or as a routine for diabetic patients. 

No danger of false positives with normal urine. 
| No caustic reagents. 

! TO PERFORM A TEST: 

| 1 Put 1 drop of urine on tablet. 

| 2 Take reading at 30 seconds. 
Compare tablet to colour 

| chart provided. 

3 Record results as negative, 
| trace, mederate or strongly 
| positive. 

Supplied in bottles of 100 
| tablets with colour scale. 
| *Acetest’ Reagent Tablets 

(diagnostic nitroprusside tabs.) 
| are also available under the 
| N.H.S. on Form E.C.10. 

Basic Drug Tariff price 3/10 
| per bottle of 100 tablets 
| (with colour scale). 
| REFERENCES 
| (1954) ‘Clinical Tests for Ketonuria’, 
| ‘Lancet’ April 17th, pp. 801/804 

(1954) Medicine Illustrated’. 
| May, p. 289 
| (1934) ‘Practical Clinical Biochemistry’, 
Heinemann, p. 74 
L 


(1954) ‘Clinica! Tests for Ketonuria’, 
‘Lancet’. July \Oth, p. 95 
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THE AMES COMPANY (LONDON) LTD. 
Nuffield House, Piccadilly, W.1. Tel: REG $321 
Orders for Ames Products should continue to be sent 
to the sole distributors for United Kingdom and Eire 
DON S$. MOMAND LTD. 


58 Albany St., London, NWI 








Calm and control... 


for patients with 
nausea and vomiting 


of pregnancy 


pital 


CAPSULES 


* make more mornings 
: 5 
good mornings ~ 
a 
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Orthe Pharmaceutical Limited - High Wycombe - England 
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Will it be a boy or girl? Soon the anxious waiting will be ended. Soon every- 
one will know. Today and every day people put their trust in medicine . . . and 
doctors and nurses put their trust in BRITISH OXYGEN equipment and gases. 


() BRITISH ox Y GEN 


BRITISH OXYGEN GASES LTD., MEDICAL DIVISION, GREAT WEST ROAD, BRENTFORD, MIDDLESEX 


Vakers and suppliers of anaesthetic, analgesic and therapeutic equipment and gases 
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BENGER LABORATORIES 


Pursuing his normal (pH) business 


Beniamin McDougall, Esq., is a typical 
hard-pressed businessman. Year after 
year he carries a heavy burden of worry- 


ing responsibility. Peptic ulcers trouble 
him at intervals and the threat of them 
is always present 

A clear case for ALUPHOS TABLETS. 
Aluphos Tablets, alone of common ant- 


acids, buffer the gastric secretion to 
pH 2.0—2.5—a normal value at which 
peptic digestion is not inhibited. As 
a buffer, Aluphos Tablets act quickly 


one or two tablets will remain effective 
for several hours 


Aluphos Tablets cannot cause ‘acid re- 
bound’ and there is no risk of alkalosis 


They are non-constipating. 

Mr. McDougall will appreciate 
Tablets they are 
portable and efficient 


Aluphos 


because palatable 


A clear case for ALUPHOS TABLETS 





LIMITED 


HOLMES 








Aluphos Tablets are economical —the 
basic N.H.S. price is 2/7 per box of 
50 tablets 
4 
BENGER 


CHAPEL CHESHIRE PRODUCT 
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INTRAMUSCULAR IRON 





Widospnood, Accoptamer.... 


“The Iron given parenterally was absorbed IMFERON IS THE FIRST 
EFFECTIVE IRON PREPARATION 
FOR INTRAMUSCULAR INJECTION. 


from the intramuscular site and utilised.’’! 


“Utilisation for haemoglobin production 


IT PROVIDES the rapid, reliable response of 
Was extremely good.''2 i I 

an order hithert nly obtainable with 

intravenous preparations; and it take 


“In every patient a satisfactory rise in the 
. much less time to administer 
haemoglobin took place.’’3 ' . 
IMFERON 18s indicated for the patient wh 
ar all the patients in the series develop is refractory to, or intolerant of, oral iron 
ed a vigorous sense of well- being which and when a rapid response is required, as ir 
contrasted very strikingly with their pre anaemia of pregnancy 


vious chronic ill-health.’’3 TECHNIQUE. 

“It was obvious during this study that 
“From the present series it appears that the skill and care of the person giving the 
this new iron-dextran complex is a notable injections does much to minimise loca) 







discomfort and staining, and it is 
significant that only two patients 
failed to attend for further 


advance in the treatment of the iron 


deficiency of pregnancy.’’4 








i. LANCET, 1954, 2, 942 3. B.M.J., 1954, 2, 1 injections 
2 B.M.J., 1954, 2, 1257 4. LANCET, 1954, 2, 1245 (LANCET, 1954, 2, 1245) 

AMPOULES 21 0 mg. Fe res znd 100 ampou es 5 mil. (250 mg. Fe) bores 5 and X 
PULLY-DECRIPTIVE LITERATURE, including dosage Ca ator, on request 

A Technical Information Service is at your disposa 


i 0 N IRON- DEXTRAN CO 


MAR® 








A 


BENGER 
BENGER LABORATORIES LIMITED HOLMES CHAPEL CHESHIRE 


PRODUCT 
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Gradual 
SEOMINAL is primarily indicated 
and in mild or moderate degrees of hyper- 


tension. It induces a feeling of 
calmness and tranquillity without 


+. 
S u S Ct a I nN ed drowsiness, and relieves symptoms such 


as dyspnoea, congestive headache and 
vertigo. The hypotensive effect of 


e 
lowering Seominal is gradual, and may not be 


apparent for some weeks. The initial 
dosage is usually two tablets daily, 

of blood later reduced to one or half a tablet 

daily. 

press ure 


Each tablet of Seominal contains 
‘Luminal’ gr. 1/6, theobromine gr. 5, 
reserpine (alkaloid of rauwolfia) 0.2 mg. 








Trade Mark 


Se-B45:8 PRODUCTS LIMITED 


Neville House, Eden Street, Kingston-on-Thames, Surrey. 


Export enquiries to: WINTHROP PRODUCTS LIMITED. 
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A powertul antiseptic 
with pronounced 
bacteriostatic action 
in ointment and 


powder form 


u 


IMPETIGO CONTAGIOSA ULCERATED CHILBLAINS 


INFECTED AND 


SUPPURATING WOUNDS ity 


TINEA PEDIS 


ECTHYMA, 
FOLLICULITIS 
EPIDERMOPHYTOSES 
MYCOTIC ECZEMA PARONYCHIA 
INTERTRIGO ULCERS 


BOILS AND CARBUNCLES 


PEMPHIGUS NEONATORUM 





Contains 3°, of 


> 
5:7 dichloro-8 
; hydroxyquinaldine 
Regs Trade Mart 


in ointment and powder form Ointment in a 
non-greasy base 


Powder in 
GEIGY PHARMACEUTICAL COMPANY LTD a talcum base 
Rhodes, Middleton, MANCHESTER 


—— 


Pri.98a 
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reducing the risk 
oi reducing... 








PRELUDIN 


* PRELUDIN —the appetite controlling 

agent that does not raise the blood pressure 

PreLupIN, because it has no significant effect on the 
circulatory system, is the safest possible weight-reducing 
treatment for all obese patients — particularly those with 
cardiovascular disorders or hypertension. Here, for the 
first time, is a powerful appetite controlling agent that 
depresses the appetite, breaks the psychogenic overeating 
habit, and controls food intake without serious side effects 
It enables the patient to lose weight safely and without 
mental strain by strengthening adherence to a prescribed 
diet. PrRELUDIN does not create excessive mental stimulation. 
It is the prescription of choice in all cases of obesity - 
especially those with cardiovascular disorders because it 


reduces the risk of reducing. 


Preludin— the safe prescription for obesity 


Manufactured and distributed in England by Pfizer Lid., Folkestone, Kent, for 
C. H. Boehringer Sohn, Ingelheim am Rhein 


Registered proprietors of the trade mark 
*Regd. Trade Mark 
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Diet During Pregnancy 











It has long been recognised that the diet of the pregnant woman 
is of great importance in relation both to her own health and to 
the health of her baby. Surveys which have been carried out 
indicate that an adequate supply of essential vitamins is most 
necessary. 

Marmite is a yeast extract containing all known vitamins 
of the B complex and its inclusion in the diet of expectant mothers 
has been shown to be of particular value. Marmite is, therefore, 
ordered widely for distribution at maternity and child welfare 
centres and at ante-natal clinics. 


MARMITE 


yeast extract 





Jars: |-oz. 9d., 2-oz. 1/4, 4-02. 2/4, 8-oz. 4/-, 16-0z. 7/-. Obtainable from Chemists and Grocers 
Special terms for packs for hospitals, welfare centres and schools 


MARMITE LIMITED, 35 SEETHING LANE, LONDON, E.C.3 








531! 




















Literature on request 


for DANDRUFF 








FORMULA 
Cee acon tnese. SEBODERM contains 15.6% of CETRIMIDE B.P. the 
Lanolin B.P. ; 1.0% quaternary ammonium compound that has been found to 


be most effective in the treatment of dandruff. Its regular 
use ensures complete control. 

Lanolin is incorporated into the finely-emulsified base, thus 
ensuring freedom from scalp irritation. 

In cases of Seborrhoeic dermatitis SEBODERM is an ex- 
tremely effective adjunctive treatment. 





Literature and professional sample will gladly be sent on request. 


CETRIMIDE SHAMPOO nl 

















PRIORY LABORATORIES LTD., PYRAMID WORKS, WEST DRAYTON, MIDDLESEX iésseeee 
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A New 
ASTHMA 
THERAPY 





SPEEDY AND LONG LASTING 


ACTION COMBINED 


The “two-phase” therapy provided by ISO-BRONCHISAN sets new 
standards of efficiency in asthma control. Outer layer of the tablets consists 
of Isopropyl-Nor-Adrenaline—a potent bronchodilator well absorbed by the 
sublingual route. When the tablet is placed under the tongue, this layer 
dissolves and symptoms are promptly relieved. Swallowing of the tablet’s 
nucleus presents its content ef Ephedrine and Theophylline for slow absorption 
by the alimentary route—so maintaining and prolonging the antispasmodic 
action on the bronchial smooth muscle. 

Each tablet contains Isopropyl - Nor - Adren- 
aline (Isoprenaline) sulphate ; Ephedrine 


gr. ’ 
hydrochlor gr. 2/5; Theophylline gr. 2. In 
MMEDIATE RELIEF tubes of 20 tablets and bottles of 100 tablets. 








Iso - BRONCHISAN 


Prescribable on Form E.C. 10 





Silten Limited «+ Silten House * Hatfield * Herts * England 
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DALZOBAND MEDICATED BANDAGES 





An Unna's type bandage. 
always moist, always ready to 
use, There are five varieties, 
all conforming to the specifica- 
tions of such bandages in the 
Drug Tariff. The medicaments 
are: zinc paste: zinc paste and 


zinc paste 
with urethane 2% and ich- 


ichthammol 2% 
x 


thammol 2%: zinc paste with 
urethane 2% and calamine 
5.75%: zinc paste with coal 


tar 3° 
AVAILABLE ON E.C.10 


DALMAS LTD., LEICESTER & LONDON Established 1823 








Diagnosis Leg ulcer 
unhealed since 1916, 
Photograph taken before 
treatment with “F999”. 


Photograph taken after 
14 weeks’ treatment with 
“F99". One capsule and 
one application of oint- 
ment daily. 









The Doctor's Cab inet contains 

180 waterproof dressings plus 

a one-yard spool of Dalmas 
strapping 


DALMAS 


OINTMENT 
CAPSULES 
LIQUID 


ECZEMA 
VARICOSE ULCERS 
FURUNCULOSSS etc. 


It has been shown beyond question by 
large scale serum-lipids studies that a 
good proportion of patients suffering 
from intractable skin conditions have a 
deficiency of the essential fatty acids. It 
is not possible to carry out these studies 
in everyday practice, but any patient with 
eczema or furunculosis who fails to re- 
spond to symptomatic treatment should 
most certainly be tried with essential fatty 
acids “ F99"". A high proportion of these 
patients will be found to respond 

In gravitational ulcers, where the skin is 
“under-nourished”, the application of 
additional essential fatty acids rarely fails 
to heal the wound. 


Literature on request 


INTERNATIONAL LABORATORIES LID., Vepi. PK39 205 HOOK ROAD, CHESSINGTON SURREY 
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Drip therapy 


without 


a tube 
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RES Tine, se : : 4 . 
wichita tt i 2w2i2i2t In the past, the successful treatment of many cases of peptic 
; 7 h 
ee Te et >t? sulceration demanded hospital conditions. Now, by means of 
lr ~ ~ ~ . . . . . . . 
miso T ¥ “St Nulacin Tablets, it is possible to control gastric hyperacidity 
without any inconvenience to the patient. By using Nulacin 
Tablets as directed, an ambulant patient can obtain all the 
advantages of intragastric milk-alkali drip therapy. 
4 INDICATIONS 
1 NULACIN tablets are indicated whenever neutralization of 
the gastric contents is required: in active and quiescent 
GASTRIC ANALYSIS Superimposed 
gruel fractional test-meal curves of five Peptic ulcer, gastritis, gastric hyperacidity. 
Canes Gf Cuatene weet Beginning half-an-hour after food, a NULACIN tablet 
a j J in ti ti 12 2 25 25 2! ae 35 should be placed in the mouth and allowed to dissolve 
0p i + slowly. During the stage of ulcer activity, up to three tablets 
\ na + an hour may be required. For follow-up treatment, the 
| suggested dosage is one or two tablets between meals 
NULACIN tablets are not advertised to the public, have 
I 
no B.P. equivalent, and may be prescribed on E.C.10. The 
q 
dispensing pack of 25 tablets is free of Purchase Tax. (Price 
T7 to pharmacists is 2/-.) Also available in tubes of 12 
J NULACIN tablets are prepared from whole milk com- 
GASTRIC ANALYSIS Same patie . bined with dextrins and maltose, and incorporate Magnesium 
in Fig. 1, two days later, showing the Tryjsilicate 3.5 grs.; Magnesium Oxide 2.0 grs.; Calcium 
striking neutralizing effect of sucking . ’ 
Nulacin tablets (3 an hour). Note the Carbonate 2.0 grs.; Magnesium Carbonate 0.5 grs.; Ol 
return of acidity when Nulacin is dis- Menth. Pip q.s. 
continued 
NULACIN available throughout 
BIBLIOGRAPHY a ——— 
. the British Commonwealth, in the 
The Contr ¢ Gastric Acidity, Brit. Med. J., 26th July, 1952, 2: 180-182 
Medical Treatment of Ulcer, Med. Press, 27th February, 1952, 227 : 195-199 U-S.A., and many other countries 
" tee on Reme al Ae ta, Med Rev., September. 198 a 46 Ti om ae It is known as NULACTIN in Can- 
The I t on Gastric Acid Nula Tablets, Med. J. Aust.. 26th November ada and Sweden 
1 2:8 
Cont { Gastr { Antacid Administration, J. Lad. Clin J b 
Med... 1% 
Further Studies A Brit. Med. J., 23rd January 
1954, 1: 16 
Clinical Investigation into the Act Antacids, The Practitioner, July 4 
73: 48 Ire 
Mane we, of Peptic Ulceration in General Practice, Med. World, Decemver,054, | RORLICKS LIMITED 
81: 501-601 ° 
Ambulatory Continuous Drip Met oo t Peptic Ulcer, Amer. J Pharmaceutical Division 
Dig. Dis., March, 1955, 22 1 : 
Notes on Remedial Agents, Med. Rer., O 49: 142 Slough, Bucks, 























THE PRACTITIONER 








... the virtues of LUCOZADE 


Doctor judges Lucozade from two viewpoints. He agrees 
with its use in the sickroom. He also finds it a most 
palatable drink. This palatability of Lucozade provides 

a long-sought answer to a long-standing problem 

: acceptability. The subtle balance between flavour, 
sparkle and liquid glucose content provides nourishment 
in a form acceptable even to the feeblest digestion ; 
nourishment retained and assimilated. Bedside 
lockers bear testimony to the confidence it 
inspires. And many doctors have discovered for 
themselves the virtues of a class of Lucozade 
after a hard round of work. 


LUCOZADE 


the sparkling glucose drink 





REPLACES LOST ENERGY 








. do you pres ribe an external wedge on the shoes? 
BUT the wedges soon wear away; and very 
often the child is made to feel self-conscious 
because his shoes look different from other 
children’s 

Surely it’s more logical to have a wedge built-in 
between the inner and outer sole—invisible, and 
completely unaffected by wear or repair of the 
shoe. That is how Start-rite INNERAZE shoes 
are made; why they are the only practical 
solution to this problem. 
Information from Mr. W. 7. Peake, James Southall & Co. Lid 
Cheme Mead Nerwiel 


.) Zo a oo n =. 
Wd | Sa | \ 
(( |" N 1 ™ a | | 
—— _ — 
——— | NER A BE 


“Invisible Wedge Shoes by START-RITE 


shoes of all types 





who make the finest children’ s 


Inneraze Shoes are supplied only against medical prescription 
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Indispensable 


penicillin and 


streptomycin 


‘VIULES’ 


ne 





ni ooce ] 
— pay Odd NOHNISSNS SNOT 





BOOTS PURE DRUG COMPANY LIMITED NOTTINGHAM ENGLAND 





$233 














LII THE PRACTITIONER 





LIL-LETS 


the new vaginal tampon without applicator 


A tampon which has been successfully marketed LIL-LETS have these main advantages: 


LIL-LETS need no applicator. By inserting 
the tampon with the fingers, the risk of 


on the Continent during the last five years has 


now become widely accepted in this country bruising is eliminated 

under the name LIL-LETS. LIL-LETS assist personal hygiene. At 1/6 
> . . ia a i aes for 10 they are so much cheaper than other 
Following extensive clinical trials, LIL-LETS leading tampons that women will be en- 


have won the support of leading synecological couraged to change them often. They are 
~ = easily carried about and easily disposed of 
opinion. Samples will gladly be sent to medical LIL-LETS are highly absorbent. They 
practitioners on request. absorb almost ten times their own weight in 
moisture and swell sideways, not length- 

ways. They are, therefore, really safe 


a LIL-LETS are individually wrapped. Each 
if tampon is sealed inatransparent cover. There 
o.b. 


is no risk of soiling or infection when it is 





carried loose 


LILIA LTD LOMESHAYE MILI NELSON LANCS 





Resentment and Hostility 


The importance of the emotional background 

in the aetiology of peptic ulcer is widely 
recognised. Further confirmation is provided by 
the increase of gastric acidity shown to follow 
certain emotional disturbances such as those 
involving resentment and hostility. 

Protection of the ulcer from the corrosive action 
of gastric juice is an essential condition of 
successful healing entirely fulfilled by * Aludrox ” 
Amphoteric Gel. 

* Aludrox’” buffers gastric acid to a pH of 3.5 
to 4.0, at which level healing may proceed and 





‘ b J the risk of alkalosis is avoided. Normal digestion 
ALU DROX is unimpaired and, in addition, * Aludrox’ — 
Trade Mark provides the physical protection of a gel barrier 
over the surface of the ulcer, thus ensuring a 
Uyeth safer environment for the reparative processes. 


John Wyeth & Brother Limited, Clifton House, Euston Road, London, N.WJ1 
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new 
PREDICTABLE 


oral therapy for 
hypertension 


‘INVERSINE’ isanewand distinctive | ADVANTAGES: Reproducible 





- os 


- - 
~ ee ee oon fee fe: fer eer cer 





autonomic ganglionic blocking | 
| clinical response - Small dosage 


agent. It is a secondary amine 
Minimal fluctuation of blood 


not a quaternary ammonium 


pressure - Gradual onset and long 


active than hexamethonium. When 


a 


duration of action Effective ir 


| 
| 
compound, and is go times more 
| 
| 
| given orally absorption approaches 


100 per cent cases resistant to hexamethonium 


‘Inversine’ 


ORAL TABLETS 





Mecamylamine Hydrochloride 


| 

| Oral convenience with 
| parenteral reliability 
| 

| 

} 

| 


-?- -?- 


Literature and professional package gladly sent on request 


MERCK SHARP & DOHME LIMITED, HODDESDON, HERTS. 


OO ON 


INVERSINE Vecamylamine Hydrochloride mg. quarter-scored tablets 
are supplied in bottles of 


-?.- 


= 
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“Most people know... - 


soys OLD HETHERS 


Most people know that barley water is a 
very good drink when folks are feverish, 
though some still think it means a lot of 
straining pearl 


trouble, stewing and 


barley. But, bless you, with Robinson’s 
‘patent’ Barley it’s no trouble at all—just 
as easy as making cocoa. And cheap 


too—a 1/7}d. tin makes forty-eight pints. 


Robinson’s 


‘PATENT’ 


Barley 





CVS-39 


A non-toxic 


Antiseptic Germicide 





KEEDOSOL (FERRIS) provides a general anti- 
septic of high bactericidal potency yet possessing 
marked advantages not attributable to germicides 
of phenolic origin. It is non-poisonous, even in 
high concentration, non-injurious to living tissue, 
and its agreeable refreshing odour renders it 
pleasant in use. For the guidance of users of this 
modern germicide a table of recommended dilutions 
is affixed to each container. 


Available in 4-oz.; 8-oz.; 16-oz.; and 80-oz. bottles 
and I-gallon tins 


KEEDOSOL 


(FERRIS) 





Samples on request 


FERRIS & COLTD 


BRISTOL 
Telegrams FERRIS BRISTOI 


Some of my 
own treatment, eh? 
Thank you, nurse 


sleep sweeter 


Bourn-vita 


Made by Cadburys 
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“ ... Or great ugly things, 






all legs and wings, 
with nasty long tails 


arm'd with nasty long stings. . . 


SANDOSTEN + CALCIUM-SANDOZ OINTMENT 


ensures prompt relief from pain 
and irritation in the treatment of 


insect bites and stings 





and nasty sunburn, too 


\ 
a) Prescribable on E.C.10 Not advertised to the public 


SANDOZ PRODUCTS LIMITED 


134 Wigmore Street London, W.1 
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Hvy Fever - 


Hydrocortisone Acetate 


SNUFF CAPSULES 





in che NN (Designed and patented by 


- Armour and Company 
British Patent No. 66834!) 


Each capsule 
contains: 


Hydrocortisone Acetate 
15 mg. with inert 
substance. 


Packed in bottles of 
6, 12 and 25 capsules. 


Reference 
LANCET, Vol. |. 1956 April 28th 


Write for literature to:- 


THE ARMOUR LABORATORIES 


(Armour and Company Ltd) 


HAMPDEN PARK, EASTBOURNE, SUSSEX 


Telephone: Hampden Park 740 
Telegrams: Armolab Eastbourne 





IF DAWN 
IS HER 
DARKEST 


PRESCRIBE 





TABLETS 













a new 
compound 







M ing sick t iT 
months of pregna \ mbat« - 
fablets. Vipazini hydrochl specifically 

npound capabl t {tot 
nausea and vomiting of pregnancy. In a recent cli prepared for 
cases of excessive vomiting 86 pe! t. of those t 

| t 

ourably. This response ra 1 from satisfact pregnancy 
plete relief. VIBAZINE poss es a prolonged actio1 sickness 
small doses, without pi lucing hypnosis 
the drawbacks associated with those compounds pr 

tec hese ombined a intages indk ‘ BAZI 
effects. Th comb1 tages indicate \ PRESENTATION 


valuable drug yet in 


Phar’ 


DOSAGE 















tackling the trouble 
at tissue level... 


... hydrocortisone topical ointment 
is considered to be the greatest advance in 





the treatment of many skin conditions 
Cortrit topical ointment contains 


hydrocortisone alcohol. For the first 
time it provides an assured and safe answer to 
many of the common disorders which are skin deep— 
from the simple contact dermatitis exemplified by “housewives’ 


eczema” to atopic dermatitis such as infantile eczema. 


Cortril Terra-Cortril * ap 


TOPICAL OINTMENT TOPICAL OINTMENT ee 


(hydrocortisone alcoho!) (hydrocortisone aicohol and Terramycin) ® Trade Marks of Chas. Pfirer & Co. inc 






CMeCts. LHOCSC COTNVUINCG aAUVallaPes MIGICale VIBAZINE (O DO Lie TMOst PRESENTATION 
valuable drug yet in the control of nausea and vomiting of pregnancy 20 5 mg. tablet 










100 rn tablets 


GED DOSAGE 
2 tablets at night 


PFIZER LTD FOLKESTONE + KENT ©® Jyvade Mark of Chas ] . ‘ ] 1 tablet in the m 





IF YOU 


HAD TO TAKE 






YOUR OWN 





MEDICINE... 


... YOU’D PRESCRIBE 


1S 
Quite a challenging hypothesis, Doctor, but your young 
patients would wish the point to be illustrated dramatically. Especially 
od since the administration of the new TERRAMYCIN Syrup is quite the most 
convenient, safe and palatable way to combat a wide range of bacterial, 
, viral, and rickettsial infections. Hydrolysing quickly in the gastro-intestinal tract, 


TERRAMYCIN Syrup readily yields the pure antibiotic in powerfully 
effective concentrations. Isn't this the way you—mutatis mutandis— 
would prefer to take your own medicine? Of course it is. And that is why you will 
have no difficulty in persuading pediatric patients that TERRAMYCIN 
Syrup is ‘very good medicine indeed’. Even the most recalcitrant youngster will be 
won over by its cherry flavour. 


Supplied in bottles of 60 ml. Each teaspoonful (5 ml.) of which contains 125 mgs f 


oxytetracycline activity. Especially suitable for children and patients unable to take tablet 
Pfizer) WORLD’S LARGEST PRODUCER OF ANTIBIOTICS 


PFIZER LTD + FOLKESTONE +- KENT * Trade Mark of Chas. Pfiter & Co., Inc. 
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roti 
simply to the patient becoming 
acutely aware of his bladder 


atarax 
atarax 
atarax 


of 
due 


the 
ill health 


iv of symptoms 


are 








i with urine, the need to 
. } . 

his lungs with air, the 

t of filling his stomach, and 


filling his heart and 


Is 


of 
with blood. 





\tarax tablet { 2 in 

ntain 10 mg hydroxyzine hydr PATIENTS WHOSE 
hloride. The usual d 10 to 20 m 
which may be repeat 6 hour WORRIES GET 
Dosage should follow mea r, if at bed 
time, sh yuld t i il 1 i OUT OF 
amount of food 


PROPORTION 


Many patients 
have an exaggerated 


response to 


ivritatling oOo} 









worrying stimuli 


that causes 01 






further complicates 
physical symptoms. 
Atarax restores 


their sense « 


proporti nN. 


(hydroxyzine 


rhe eftect ol 
sedatives in moderate doses is 


hypnotic 


irregular and inconstant. With 
hydroxyzine (ATARAX), on 
the other hand, neurolepti 
treatment be 
carried on for several months 


can safely 


since the drug is extremely 
low in toxicity. 


Int. Rec. Med ISS 


1956 
































































oxytetracycline activity. Especially suitable for children and patient 
Pfizer) WORLD’S LARGEST PRODUCER OF ANTIBIOTICS 


PFIZER LTD + FOLKESTONE + KENT * Trade Mark of Che 
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dependable night worker 


Agarol Laxative Emulsion is usually called upon to do its 
work at night. And so it does, gently and dependably. 
By morning, its task — lubricating the faecal mass and 
stimulating peristalsis — is done. Bowel movement can 
occur easily and naturally. 

Agarol consists of highly emulsified mineral oil with 
phenolphthalein and agar-agar. It is pleasant to the taste 
and its gentle action makes it suitable for all ages. 


Active Constituents : Highly emulsified mineral oil ; agar; 
pure white phenolphthalein. 


Packing : Agarol is available in bottles of 6 and 14 fi. oz. 
Dispensing bottle of 80 fl. oz. supplied to chemists. 


AGAROL 


WILLIAM R. WARNER & CO. LTD., POWER ROAD, LONDON, W.4 
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THE SIGNIFICANCE 
OF BEHAVIOUR 


COMPLAINT 
Migraine 


Eczema, Asthma, Hay 
Fever and Asthma, 
Prurigo 


Hypertension 





ress 


The influence of emotional and physical strain 

in provoking a wide range of psychosomatic 
manifestations is well known to every medical 
practitioner. Observations by various medical 
authorities have shown in large numbers of patients 
a surprising similarity in their mode of behaviour 
and in the nature of their emotional conflicts. 


Often Characterised by... 

Unusual ambition, meticulousness. (1 

Feelings of insecurity or inferiority, over-dependent 
and narcissistic trends, combined with a tremendous 
drive, restlessness, over-ambitiousness. (2 

An urge to keep peace. Their inoffensive, 
accommodating, convivial behaviour serves to 
camouflage strong hostile impulses and anxiety. (3 


THE ROLE OF SANATOGEN 





* SANATOGEN IS A 


In the treatment of the anxiety 
and tension which accompanies 
almost every one of the above 
conditions, no one would dispute 
the fundamental importance of 
the simple psychotherapy which 
the G.P. is so well placed to dis- 
pense. Yet he, himself, generally 
recognises the need for a more 
material adjunct, a tonic and re- 
storative which will assist the 
mervous system as well as the 
organism as a whole. Sanatogen 
is an active nutrient tonic, and 
the choice of many physicians in 


Sanatogen 


THE HIGH PROTEIN TONIC 


REGD TRADE 


such circumstances. Conversely, 
the considerable effect of a poor 
nutritional state on the mental 
outlook has long been recognised. 
Here again, the merits cf 
Sanatogen as a high protein tonic 
nutrient are apparent. 


Sanatogen contains 95% casein 
and 5°, sodium glycerophosphate. 
Because of its high nutrient value 
and tonic and restorative effects, 
Sanatogen can be recommended 
with assurance whenever a tonic 
is indicated. 





MARK OF GENATOSAN 


(1) J. nerv. ment. Dis. (1935), 82, 270 
Arch. Neurol, Psychiat 
Chicago (1937), 37, 1424 
(2) Guy's Hosp. Rep. (1935), 85, 289 
Arch. Derm. Syph. (1935), 31, 471 
Psychosom. Med. (1940), 2, 438 
(3) Psychosom. Med. (1939), 1, 173 
Psychosom. Med. (1939), 1, 153 
Psychosomatic Diagnosis (1943), 


New York; Hoeber. 


LTD., LOUGHBOROUGH, LEICS 
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Elastoplast Bandaging Technique 
in the treatment of 


Sprains 


TWO SOLUTIONS of everyday first aid problems are illustrated below, 
using Elastoplast elastic adhesive bandages and plasters. The tidy, effective 


result is typical of the modern approach in the treatment of sprains. 


SPLINT METHOD 

in the treatment of Finger Sprains 

The injured finger is strapped to an adjacent 

uninjured finger by two strips cut from a 1” wide 
Elastoplast Plaster. The strapping is applied transversely 
around the two fully extended fingers so that the 
interphalangeal joints are not covered. 

Lateral movement of the injured joint is impossible; 
but flexion and extension are unimpaired. 





SUPPORT 

for Sprained Wrist 

Bandaging consists essentially of figure- 
of-eight turns round hand and wrist—alternate 
turns slit to accommodate the thumb. 





Elastoplast elastic adhesive bandages (Porous) are available in 3 yard lengths 
and 2”, 24”, 3” and 4” widths. (Prescribable on Form E.c.10) 


Outside the British Commonwealth Elastoplast is known as Tensoplast. 


FULL DETAILS FROM SMITH & NEPHEW LTD WELWYN GARDEN CITY - HERTS 
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for threadworm 
and roundworm 
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‘ENTACYL?’ 


Suspension containing in Tablets each containing 
each teaspoonful 600 mg. 300 mg. piperazine adipate. 
piperazine adipate. 


SO 
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Requirement for 7-day 
AGB | DOSAGE course of treatment 
TABLETS SUSPENSION TABLETS SUSPENSION _| 


I 
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Under 2 yrs. 2 daily 1 teaspoonful daily 14 1 fi. oz. ) ) 
2 yrs. to 6 yrs.| 4 daily 2 teaspoonfuls daily 28 2 fi. oz. 


6 yrs. andever) 6 daily 3 teaspoonfuls daily | 42 3 fi. oz. | 
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This daily dosage should be administered for seven 

days. It may be necessary to repeat this treatment after ) 

an interval of seven days in threadworm infestation ) 

and after an interval of three weeks in roundworm 

infestation. ) 
i} 


BASIC N.H.S. PRICES 


TABLETS Bottles of 25 at 3/- and 100 at 10/- ) 
SUSPENSION Bottle of 225 ml. (8 fl. oz.) approx. at 12/- ) 
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A new 





outiook 


on life 





Out of the slums of depression the doctor is often asked to build a bright new 
structure of hope ; a new outlook on life for the depressed, lethargic and 
apathetic patient. 

In therapeutic oral dosage, Mephine smoothly ameliorates the depressed 
patients’ mood. It banishes lethargy. It reawakens interest and drive. 
Moreover, it does so without the undesirable excitation, post-treatment 
depression or loss of appetite that are frequently associated with the use of 


the amphetamines. 





SUPPEIES: 
Elixir in bottles of 2 fl. oz. (each 
4 c.c. teaspoonful contains 10 mgm. 


Mephi ne mephentermine sulphate). 


Cap AGaee Tablets in tubes of 20 x 10 mgm 


Elixir & Tablets | 


An important new agent to 
dispel depression. 


The word ‘Mephine’ is a registered trade mark 


JOHN WYETH & BROTHER LTD 
Clifton House - Euston Road 
London - N.W.1. 
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Sleep :-- the healer 


NO single barbiturate combines rapid 
onset with a duration of action sufficient 
to ensure a whole night's restful sleep. 
Carbrital capsules, however, contain 
pentobarbitone sodium (a quick-acting 
barbiturate) and carbromal (a mild 
sedative). This, plus the fact that there 
are little or no after-effects, makes 
Carbrital ideal for all types of insomnia 
and for use as a general sedative. 





CARBRITAL 


for all types of insomnia 

available in bottles of 25 and 250 
a capsules. 
3 > 


‘Seo? Parke, Davis « Co. Ltd., inc.us.a. Hounslow, Middx. Tel. Hounslow 236! 
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A Superior 
Buffered Analgesic 















‘ALASIL’ TABLETS — the improved form of salicylate medica- 
tion— provide the efficient analgesia expected from their 
content of aspirin. Their superior acceptability derives 
from their content of a reliable buffer which minimizes the 
tendency to gastric irritation sometimes caused by the use 
of aspirin alone. 


‘Alasil’ is an advanced sedative and anti- 
pyretic; it does not tend to induce gastric 


Advanta es irritation; because of its high tolera- 
g bility, it may be used for long-term 
administration even to those with sensitive 
stomachs, and to children 


‘Alasil’ Tablets contain the recognized 
antacid corrective, ‘Alocol’ (Colloidal 
C on8 Aluminium Hydroxide), which permits 

Omposition their sedative principle, acetylsalicylic 
acid, to exert its action with minimal risk 
of side-effects. 


. . Symptomatic pain generally, rheumatism, 
| n d 1ca ti ons fibrositis, lumbago, headache, dysmenor- 
rhoea; dental pain 
. TO PHARMACISTS ( P.T. exempt for dispensing) 
ac Ss £ mces Standard size: 1000 in 250 bottles, 30/8 
‘Juvenile’ size: 375, 6/6; 750, 11/3; 1,500, 21/6. 


@ 
Alasil 


Sample & literature on request to A. WANDER LTD., 42 UPPER GROSVENOR ST., LONDON W.! 
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ALASIL JUVENILE TABLETS 
Alasil ‘Juvenile’ Tablets specially sized for children, and 
neither coloured nor flavoured, are packed in tubes bearing 






dosage-for-age instructions. 
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Antihistamines for old and young 


When the contents of Pandora’s Box were released, Hope alone remained. To the 
patient of allergic diathesis, threatened by a veritable Pandora’s Box of ills, the 
antihistamines * Histantin’ and ‘ Actidil’ represent far more than hope. 

For adults ‘ Histantin’ is the product of choice, giving prolonged relief with a 
minimum of side-effects. 

The new quick-acting antihistamine, ‘ Actidil’, exerts its effect for about 12 hours 
and is also notable for low incidence of side-effects. *‘ Actidil’ Elixir has been 
specially formulated and clinically tried for the treatment of allergic conditions in 
children. 











*HISTANTIN’, 50 mgm., is issued in bottles of 25, 100 and 500 
at list prices (subject to usual discount) of 6/6, 24/6, 110/-. 


*ACTIDIL’ compressed products of 2°5 mgm. in bottles of 25 
and 500 at list prices (subject) of 6/6 and 110]-. 


*ACTIDIL’ ELIXIR in bottles of 20 fluid ounces, for dispensing, at 
a list price (subject) of 15/-. 


val BURROUGHS WELLCOME & CO. (The Wellcome Foundation Ltd.) LONDON 
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' The Modern Treatment for Acne 





A drying antiseptic 
cream containing :— ; 


Cetrimide % 





Resorcinol i 

Precipitated 

Sulphur 3 

in a masking fliesh-tinted base. 
ie Applied twice daily acni quickly removes from the sebaceous follicles 
the plugs of sebum and cell debris which are the immediate source of 
the comedones. Protection against secondary infection, and immediate 
F masking for the spots are also provided. 

ACNIL is pleasant and can be used safely as long as necessary to keep 

’ the condition under control. Women can apply powder on top of AcnIL 


if they wish 


Basic N.H.S8. price 
2/3d. per 1-oz. jar 
Prescribable on E.C.10. 





A GENATOSAN dermatological product 
GENATOSAN LIMITED, LOUGHBOROUGH, LEICESTERSHIRE g 
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passes the acid test 


Penicillin-V, Lilly, is unique in being acid-stable, 
and thus is not destroyed by gastric secretions. It 
gives higher and more prolonged blood levels than 
any other oral penicillin, and is therapeutically 
comparable with parenteral penicillin. Penicillin-V, 
Lilly, is the product of choice wherever penicillin 
treatment is indicated. 


Available as : 

*PULVULES’ PENICILLIN-V LILLY, 

125 mg. In bottles of 12, 100, 500 and 1,000. 
Average adult dose—1 capsule four times daily, 
increased in severe infections. 


SUSPENSION PENICILLIN-Y LILLY, 
PAEDIATRIC. 


62.5 mg. in each 5 cc. (large teaspoonful), in bottles 
to make 60 cc. Pleasantly flavoured. 


Average children’s dose—1 teaspoonful four 
times daily. 


§ g 
8 § 
' PENICILLIN-V Lilly } 
: suitable for all age groups 
. t 





TRAQE LES EL! LILLY & COMPANY LIMITED - BASINGSTOKE * HANTS 
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THE MONTH 


IN August 1954, we published a symposium on ‘Collagen diseases’. The 
response to this symposium, dealing as it did with a group of diseases which 
are by no means well defined, and many of which are rarely 
The seen in general practice, was most encouraging. Among 
Symposium these responses was a request that we might devote a 
symposium to “The Reticuloses’—.an even more hetero- 
geneous group of diseases. Our symposium this month is the response to 
this request. Some of the diseases in the group, such as Hodgkin’s discas« 
and lymphosarcoma, are by no means uncommon, whilst others, such as 
sarcoidosis, have come to the fore of recent years. The rarities of the group, 
many of which are included in Dr. Bodley Scott’s article, are well known by 
name, if not by experience, to all practitioners. Classification of the reticu- 
loses is still somewhat chaotic, but the process is simplified if Hodgkin’s 
disease and its homologues are accepted as true tumours. There is a good 
deal of evidence to support such a concept, and by its use Professor Harrison 
in his introductory article has been able to provide a classification which, if 
not final, does at least present the clinician with a sound working basis. 


TuatT ‘there is nothing to commend the routine use of sulphonamides’ as a 
prophylactic measure in the treatment of measles, since this increases rather 
than reduces the total complication rate, is the major conclu- 
Measles in_ sion of a study group of the College of General Practitioners, 
General whose report is published as a supplement to the College's 
Practice Research Newsletter No. 11. The group consisted of 132 
members and associates of the College, and their conclusions 
are based upon 4,728 cases of measles seen during the period, January 1, 
1954, to May 31, 1955. Most of their findings on the clinical features of 
measles and its complications confirm the observations of experienced 
clinicians. ‘The more severe the illness, the greater was the rate of com- 
plications: in severe cases the incidence of complications was three to ten 
times greater than in mild cases. In ‘catarrhal’ children the incidence of 
complications was doubled. Under the age of two years, pulmonary compli- 
cations were more common than aural ones. 
The three major indications for the prophylactic use of sulphonamides or 
antibiotics would appear to be: a severe attack of the disease; an attack of the 
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disease in a ‘catarrhal’ child; the occurrence of the disease in a child who 
is not healthy at the time of onset of the disease. If pulmonary complications 
are anticipated, the drug of choice is an antibiotic—in this investigation 
this was almost always an oral preparation of penicillin. If otitis media is 
present or anticipated, sulphonamides may be of more benefit than anti- 
biotics. In a previously healthy child under the age of two years, if an anti- 
bacterial drug is required, an antibiotic rather than a sulphonamide should 
be used, as pulmonary, rather than aural, complications are more likely to 
occur at this age. This carefully prepared report goes far to explain many 
of the discrepancies which have appeared in the literature on the subject 
during recent years. Above all, however, it is an excellent example of the 
valuable contribution which general practitioners can make to the common 
pool of medical knowledge. 


THE concept of psychosomatic disease is as old as the hills. The name is 
relatively new, and it is in an attempt to rationalize and define exactly what 
is meant by ‘psychosomatic disease’ that so much fruitless 
Psychosomatic discussion is going on in psycho-philosophical circles. 
Disease The whole subject is admirably, if provocatively, reviewed 
by Mr. Nigel Walker, of the Davidson Clinic, Edinburgh, 
in a recent issue of The British Journal for The Philosophy of Science (1956, 
6, 265). In discussing various definitions of psychosomatic disease he rules 
out ‘somatic symptoms with psychic causes’ because this does not fit into 
the modern monistic view of mind-body relationship known as ‘functional 
materialism’. From the scientific point of view he prefers the definition of 
‘somatic symptoms that are part of a person’s total reaction to a psycho- 
logical stimulus’. But medicine is a ‘technique’ (Mr. Walker will not allow 
the concept of its being an ‘art’) and not a science, and the objection to 
this scientific definition is that it gives the ‘technician’ no indication of a 
cause within the person which he can attack. 

He therefore suggests as a definition: ‘somatic symptoms that can be 
successfully treated by methods effective in treating psychic symptoms’. 
He ingenuously, but not very convincingly, argues that such a definition 
helps to remove disagreements arising as a result of the unfortunate habit of 
the same symptom in different patients responding best to physical treat- 
ment in one and to psychotherapy in another. Further, and he gives the 
impression that this is most important in order to facilitate the fitting in 
of the disease to a departmental pigeon-hole in the psychiatrist’s scheme of 
things, the definition is ‘at the same time consistent with both dualist and 
“functional materialist’ views in the mind-body relationship’. To the 
experienced clinician this is merely befogging the issue with words, and 
exhibits a profound ignorance of sick individuals. To the wise clinician there 
is no such thing as ‘physical treatment’ without accompanying psycho- 
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therapy. It is only a certain section of psychiatrists who preach and practise 
such an artificial therapeutic approach in the handling of suffering humanity. 
Whatever the philosophers may say, man is one, and, if treatment is to be 
successful, mind and body have to be treated concurrently. 


THE United States of America banned heroin in 1924. There were then 
estimated to be 10,000 heroin addicts in the country. Today it is estimated 
that there are around 200,000 drug addicts, the vast 
Heroin majority of whom use heroin. The position has assumed 
in the such alarming proportions that the American House of 
United States Representatives has passed a narcotics Bill that permits 
the death sentence for selling heroin to minors. 
This Bill, which has been endorsed by the Senate, imposes the death 
penalty for people convicted of selling heroin to minors if this is 
recommended by the jury. Failing such a recommendation, the penalty is 
ten years’ up to life imprisonment for a first offence. For the possession 
of narcotics, penalties range from two years’ up to forty years’ imprison- 
ment for a third offence. For the sale of illicit drugs the penalties range 
from a minimum of five years for a first offence to forty years for a second 
or subsequent offence. 

We commend these facts to the Minister of Health, the Home Secre- 
tary and all those members of the medical profession who were so glibly 
urging the banning of heroin in this country last year. There is an element 
of Greek tragedy in the fact that at a time when the House of Commons has 
just passed a Bill abolishing the death sentence, their opposite numbers in 
the United States should find it necessary to extend the death penalty to the 
illicit handling of heroin. 


A NEw British Pharmacopqia is due to be published in 1958, and the British 
Pharmacopeeia Commission has published a list of the monographs which it 

is proposed to delete from the new edition, as well as a list of the 
Passing proposed additions. The former is an interesting compilation and 
Friends marks yet another step in the gradual passing of old and trusted 

therapeutic friends. As the Pharmaceutical Journal so aptly points 
out, most of the proposed deletions ‘refer to drugs and preparations which 
are not in favour with the professors of medicine but which have a long 
tradition of use behind them, and are still, in some instances, frequently 
prescribed’. Fortunately, deletion from the British Pharmacopeia does not 
necessarily mean expulsion from the practitioner’s pharmacopeia. Even so, 
a few metaphorical tears may well be shed by practitioners of the old school 
at the passing of such well-established favourities as Fowler’s solution, 
Gregory's powder, compound liquorice powder, amyl nitrite, and smelling 


salts. 
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Cardiologists will shed no tears on the passing of tincture of digitalis, but 
many of the old school of pharmacists, as well as practitioners, will find it 
strange to handle a Pharmacopeia which no longer contains monographs on 
nutmeg, lavender oil and lemon oil. Bismuth is treated ruthlessly by the 
elimination of the carbonate, salicylate, and subgallate as well as the injection, 
a fate shared by tablets of phenacetin and tablets of acetylsalicylic acid and 
phenacetin. Helminthologists lose carbon tetrachloride and chenopodium 
oil, whilst leprologists lose hydnocarpus oil in all its four forms. In some 
ways the most dramatic change is the deletion of neoarsphenamine and 
oxophenarsine—a striking tribute to the efficacy of the antibiotics and the 
sulphonamides in the treatment of venereal disease. It is not only the old 
favourites that have been discarded. Sulphanilamide and injection of 
sulphathiazole sodium are also to go, as wel! as some penicillin preparations 
for topical use. 


To be the first medical man to have a house in Harley Street, and also to 
have been the only occupant of the Street to be judicially hanged, is a 

justifiable, if scarcely enviable, claim to fame. According to 
Tyburn and a correspondent in the current issue of Clinical Excerpts, 
Harley Street this claim can be made for Robert Perreau. In 1775, 

Perreau, who had previously had a flourishing practice in 
Golden Square, moved into a house in Harley Street which had been bought 
by his twin-brother, Daniel. Whilst Robert appears to have had an excellent 
reputation, his brother was a financier of doubtful repute, who made his 
living by speculating—mostly on borrowed money. In 1770, Daniel had 
taken unto himself as his mistress a certain Mrs. Rudd, who is described 
as combining ‘ravishing beauty and expensive tastes with an extreme degree 
of easy virtue’. By 1775 her upkeep was proving too much, even for Daniel 
Perreau’s gift for making money, and in spite of Mrs. Rudd’s skill in 
imitating the handwriting of others. 

On March 7, 1775, Robert approached Mr. Drummond, the well-known 
banker, with a request to increase the loan on his Harley Street house and, 
as security, presented a bond bearing the signature of Mr. Adair, a business 
man of repute. To his astonishment the signature proved to be a forgery, 
and the two brothers and Mrs. Rudd were arrested. Mrs. Rudd turned 
King’s evidence. She admitted writing the signature but swore that she had 
only done so because Daniel had threatened to cut her throat if she didn’t. 
Although, apparently, there was no evidence that Robert was aware that the 
signature was forged, he and his brother were found guilty and sentenced to 
death. On January 17, 1776, they were duly hanged at Tyburn before a 
crowd of thirty thousand. The bodies were buried in the vaults of St. 
Martin’s Church. Meanwhile, according to Horace Walpole, the versatile 
Mrs. Rudd had already transferred her affections to Lord Lyttleton. 








AN INTRODUCTION 
TO THE RETICULOSES 


By C. V. HARRISON, M.D. 
Professor of Morbid Anatomy, Postgraduate Medical School, London 


‘THE term reticulosis cannot be appreciated without first understanding the 
concept of the reticulo-endothelial system or, as it has latterly been called, 
the lympho-reticular or simply reticular system. 


THE RETICULO-ENDOTHELIAL SYSTEM 

The original concept of the reticulo-endothelial system (Aschoff, 1924) was 
that of cells scattered through different tissues of the body but having 
certain common properties including that of phagocytosing other cells and 
cell debris, micro-organisms, and finely particulate matter including certain 
dyes. The concept was thus a functional one. These cells with dye-storing 
properties were demonstrable in large numbers in the pulp of the spleen, 
in lymph nodes, bone marrow, the liver as Kupffer cells, in the vessels of 
the adrenal and the pituitary and in certain sites in the connective tissue 
including the skin. Some of the cells were irregular in shape and associated 
with fine reticulin fibrils, others were flattened and lined channels, hence 
the term reticulo-endothelial. 

This functional concept of the reticulo-endothelial system was consider- 
ably extended by the studies of Maximow (1930), who demonstrated 
primitive, non-phagocytic syncytical masses associated with the cells of 
Aschoff’s reticulo-endothelial system and showed that this primitive syncy- 
tium retained throughout life the power of differentiating along a number of 
different lines and giving rise not only to all the cells of Aschoff’s system, but 
also to all the cells of the blood and certain cells of the connective tissue. 


rHE ORIGINAL CONCEPT OF THE RETICULOSES 

Maximow’s concept was new in that it recognized that throughout post- 
natal life there remained primitive cells capable of giving rise to many 
different cell types by differentiating along different lines. In 1932, Pullinger 
suggested that in Hodgkin’s disease there was a proliferation of such 
primitive cells, some of which differentiated into fibre-forming cells and 
eosinophil and neutrophil leucocytes. She first used in English the word 
‘reticulosis’ to express this concept and suggested that Hodgkin’s disease 
might be called ‘fibromyeloid reticulosis’. 

In 1933, Ross put forward a classification of the reticuloses in which she 
divided them into true reticuloses, sinus reticuloses and storage histiocytoses. 
This concept of classifying the lesions according to the dominating type of 
cell was taken much further by Robb-Smith (1938). He defined reticulosis 
as a ‘progressive hyperplasia of reticular tissue with differentiation to one 
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or more cell types’. He stated that it was commonly systematized throughout 
the reticular tissue of the body and that it might be associated with leukaemia. 
As the central concept was that of a proliferation of reticular tissue irres- 
pective of its cause, this classification included proliferations in response 
to known or uncertain inflammatory stimuli as well as the relentless pro- 
liferations typified by Hodgkin’s disease. It should be noted that the fully 
malignant tumours of the reticular system were not included in the reti- 
culoses but were separately named as forms of reticulosarcoma. Robb- 
Smith’s work encouraged a greater interest and understanding of this 
group of diseases, but unfortunately the term reticuloses was rapidly 
misused by being restricted to the progressive, fatal forms until it came to 
mean ‘Hodgkin’s disease and things like it’. ‘—The commonly used term, 
‘malignant reticuloses’, had no place in Robb-Smith’s classification. ‘The 
difficulty of nomenclature was shortly accentuated by the introduction of 
a further word. Gall and Mallory (1942) introduced a new classification of 
progressive proliferations of the reticular system. They included in their 
group the lymphosarcomas, reticulosarcomas, Hodgkin’s disease, Hodgkin's 
sarcoma and follicular lymphoma. This group they named ‘malignant 
lymphoma’. Not unnaturally there was a tendency to equate this with the 
word reticulosis, although in fact Hodgkin’s disease and follicular lymphoma 
were the only conditions common to the two classifications. 

However undesirable it may be to use words whose meaning has become 
uncertain, reticulosis remains a popular term. It seems desirable therefore 
that it should be used in its proper sense to describe cases characterized by 
proliferation of the reticular system, usually with clinical enlargement. 
Clearly such a term can only be used for the group and to speak of a patient 
suffering from a ‘reticulosis’ is analogous to speaking of having an infection. 


A SIMPLE CLASSIFICATION 
Part of the difficulty of nomenclature has been due to a refusal to admit 
that Hodgkin’s disease and its homologues are true tumours. | am one of 
those who share the opinion of Gall and Mallory, Willis (1948), Lumb 
(1954) and others that this view is wrong; giant follicular lymphoma, for 
example, is as much a true tumour as a papilloma of the rectum and has 
a much greater tendency to become frankly malignant. If we regard these 
lesions as tumours, some with limited powers of invasion and metastases, 
others with unlimited powers, then the classification or grouping of the 
diseases of the reticular system becomes relatively simple and falls into 
line with the grouping of diseases of other tissues. Enlargement of the 
reticular tissue can be caused by reactions to inflammatory stimuli, tumours 
of limited malignancy, tumours of full malignancy, and finally there are 
some proliferations whose nature is still uncertain. 
Since the reticular system responds in some degree to all inflammatory 
stimuli, it is necessary to compromise and to restrict the classification to 
the diseases in which the main masses of reticular tissues are either solely 
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or mainly involved and to omit those diseases in which the reticular tissues 
are only incidentally involved. 
The following is a simple classification along these lines: 
Inflammatory responses to micro-organisms 
Tuberculosis, syphilis, brucellosis, glandular fever, histoplasmosis, toxoplasmosis, 
leishmaniasis, lymphogranuloma venereum, cat-scratch disease 
Inflammatory responses to undetermined stimuli 
Sarcoidosis, rheumatoid arthritis, dermatopathic lymphadenitis, non-specific 
reactions 
Tumours of reticular tissues with limited spread 
Giant follicular lymphoma 
Benign Hodgkin's disease 
Hodgkin's disease 
Mycosis fungoides 
Myeloma 
Leukzmia 
Polycythemia 
Tumours of reticular tissues with unlimited spread 
Lymphosarcoma 
Reticulosarcoma 
Diseases of uncertain nature 
Lipoid storage diseases 
Non-lipoid histiocytosis 


This list is not a complete one. A number of diseases has been omitted 
either because of their rarity or because their nosological identity is doubtful. 


INFLAMMATORY RESPONSES TO MICRO-ORGANISMS 

In syphilis, brucellosis and glandular fever the lymph nodes and spleen 
are often enlarged but, although the histology of the reacting tissue is often 
suggestive, it is seldom of itself diagnostic. The diseases due to fungi and 
protozoa are rare in the British Isles, although occasional cases may be seen 
in travellers. In this group the pathology of the lesion is not specific and 
the diagnosis depends upon the recognition of the parasite. The latter may be 
difficult since parasites are extremely scanty in some cases (Symmers, 1953). 

Lymphogranuloma venereum and cat-scratch disease can be considered 
together because pathologically the lesions are virtually indistinguishable, 
and both are believed to be due to viruses. Lymphogranuloma venereum 
normally presents with a primary lesion on the genitalia and enlarged 
inguinal lymph nodes but, if the primary lesion is insignificant or healed, 
the case may well present simply as one of lymphadenopathy. This is even 
truer with cat-scratch disease, in which sites of inoculation are most often 
the arms, head or neck and the affected nodes are therefore axillary or 
cervical, ‘The portal of entry is often insignificant and the lymph node 
enlargement follows 18 to 30 days later (Daniels and MacMurray, 1952). 
Many cases are therefore likely to present as apparent primary lymph- 
adenopathies. 

The pathology of the lymph nodes in these two diseases is essentially 
similar. 

The nodes are usually between 2 cm. and 4 cm. in diameter and show some peri- 
adenitis. Microscopically there are focal areas of inflammatory reaction with a 
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necrotic centre usually containing pus cells. The necrosis is surrounded by a fairly 
regular zone of epithelioid cells. There may be smaller lesions resembling non- 
caseous tubercles. The larger foci are usually flattened and branched and are 
sometimes referred to as stellate abscesses (fig. 1). In the later stages the lesions 
undergo fibrosis. Giant 
cells may be present and 
the resemblance to tu- 
berculosis may be close. 
Apart from the absence 
of acid-fast bacilli, the 
lack of proper caseation 
and the shape of the 
lesions are useful diag- 
nostic features. 


INFLAMMATORY 
RESPONSES DUE 
TO UNDETER- 
MINED STIMULI 
This group is neces- 
sarily heterogeneous. Fic. 1.—Cat-scratch disease. Section of an axillary lymph 
Sarcoidosis is being _—ade showing» large, irregular, shaped, focus of 
dealt with in detail in on the left and two enlarged lymph follicles at lower 
a separate article (p. seeped eg et with positive skin test. (Hama- 

160). The lymphade- 

nopathy that accom- 
panies rheumatoid ar- 
thritis does not gener- 
ally present any 
diagnostic problem 
clinically, but is of 
interest pathologically 
because the affected 
nodes may be con- 
siderably enlarged and 
show a striking degree 
of follicular hyper- 
plasia, sometimes 
sufficient to mimic 
giant follicular lym- 
phoma. Phere ” . Fic. 2.—Dermatopathic lymphadenitis. Lymph node of groin 
similar hyperplasia of showing proliferation of pale-staining sinus cells crowd- 
ing out the cortex. Two follicles are visible close to the 
capsule. From a case of exfoliative dermatitis. (Hama- 
cases. lum and eosin 27) 

Of the many condi- 

tions that can give rise to non-specific lymphadenitis, one deserves 
mention because it may be misleading, namely the reaction that 
occurs in lymph nodes draining an area bearing a tumour. This reaction 








splenic tissue in some 
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is often sufficient to cause clinically obvious enlargement of lymph nodes. 
The presence of palpable axillary nodes in a woman with cancer of the 
breast, for instance, is clinically ominous but it often happens that histo- 
logical examination re- 
veals only a_ non- 
specific inflammatory 
hyperplasia. Conver- 
sely, nodes of normal 
size may contain 
tumour deposits. 

One further member 
of this group deserves 
specific mention, 
namely dermatopathic 
lymphadenitis or lipo- 
melanic  reticulosis. 
The first of these 
Fic. 3.—Dermatopathic lymphadenitis. Part of lymph node, names indicates its 


shown in fig. 2, stained to show melanin. Clusters of 7 : 
black-stained phagocytes are seen. (Masson's silver etiology, the second its 


method x 52) pathological features. 
This is a form of lymphadenopathy that occurs in patients with extensive skin 
disease, usually exfoliative dermatitis. The nodes may reach considerable 
size. The microscopical appearances of the nodes can be difficult to interpret. 
There is a gross proliferation of the sinus cells sufficient to distort the lymph-node 
pattern and to crowd out many of the follicles. This may be sufficiently severe to 
lead to mistaken histological diagnoses. The sinus proliferation is curiously restricted 
to the periphery of the node and the proliferating sinus cells contain both melanin 
pigment and sudanophil fat (fig. 2, 3). Neither need be obvious in routine sections 
and special staining methods are needed for their proper demonstration. 





TUMOURS OF RETICULAR TISSUES WITH LIMITED SPREAD 
This group includes the best known examples of the reticuloses and what 
many people mean when they use the term. Three of the diseases in this 
group are being discussed separately in this issue but it is necessary here to 
outline the relations of one to another, and to give some account of their 
pathology. Taking the first three diseases, their frequency is difficult to 
estimate, particularly since two of them have been recognized only relatively 
recently. Lumb gives the relative frequency of the three as: 

Giant follicular lymphoma 
Benign Hodgkin's disease 
Hodgkin's disease. ........ wag — 

Giant follicular lymphoma (Synonyms: follicular lymphoblastoma, lymphoid 
follicular reticulosis and Brill-Symmer’s disease.—This is a disease of the 
middle-aged and elderly, with a peak incidence in the decade, 50 to 60 
(Lumb, 1954). It affects mainly cervical and inguinal nodes (Jackson and 
Parker, 1947; Lumb, 1954). There are usually no other signs or symptoms. 
The affected nodes enlarge slowly but steadily and further groups become 


weal 
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affected. There may be splenomegaly, sometimes gross. The affected nodes 
respond well to radiotherapy but recurrence is the rule. The outlook is 
relatively good and in Lumb’s series over 60 per cent. survived five years. 


(a) 





Fic. 4.—(a) Giant follicular lymphoma. The tissue is composed of enlarged lymphoid follicles 
packed tightly together and displacing the normal medulla. (Hamalum and eosin 9) 
(b) Giant follicular lymphoma. Parallel section to fig. 4a impregnated with silver to 
show the compressed leashes of reticulin fibres between the enlarged follicles 


The great danger in this disease is its transformation to a frankly malignant 
lymphosarcoma or reticulosarcoma. When this occurs the structure of the 
lesion and the behaviour change together. 

The affected nodes are enlarged, often considerably so; they are discrete, 
rounded and rubbery and not fixed. On careful examination of the cut 
surface of a freshly excised node the follicular pattern can be seen, so that 
the node appears to be made up of masses of cream-coloured nodules, 
each about 1 mm. in diameter. 

Microscopically, this pattern is seen to be due to a tight crowding together of 
enlarged lymphoid follicles with compression of the rest of the lymph-node tissue 
into narrow strands (fig. 4a). The proliferating follicles have pale-staining centres 
and are virtually free from reticulin fibres, whilst the tissue between has fibres 
compressed together so that the essential structure can best be seen in silver- 
impregnated sections (fig. 4b). 

The appearance of giant follicular lymphoma can be closely simulated 
by some inflammatory responses and the microscopic diagnosis is sometimes 
a matter of considerable difficulty. 

Benign Hodgkin's disease (Synonyms: Hodgkin's paragranuloma, reticular 
lymphoma, Hodgkin's disease Grade I).—This is a rare but established 
entity. It affects both sexes and has a peak incidence in the 20 to 30 decade. 
The disease begins with slow, painless enlargement of one single lymph 
node of a local group of nodes, usually in the neck, sometimes in the axilla 
and rarely elsewhere. There is no general illness or accompanying signs. 
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The disease responds to irradiation or excision of the affected nodes and 
five-year cures can be expected and, in many cases, ten-year cures. A few 
cases have undergone transformation to ordinary Hodgkin's disease. 





(a) (b) 
Fic. 5.—(a) Bemgn Hodgkin's disease. Cervical lymph node excised from boy of 12, not 
irradiated. Alive and well twelve years later. Silver impregnation showing the node 
broken up into lobules with loss of the normal architecture. ( 12) 


(b) Same case. High magnification showing giant cells scattered among normal 
lymphocytes. (Hamalum and eosin 175 

The affected lymph node is moderately enlarged, usually not more than 
3 cm. It is firm and rubbery, and discrete. Its cut surface is smooth, cream- 
coloured and without recognizable pattern. 


Microscopically, the normal lymph-node pattern is lost. With silver impregnation 
the node is divided into irregular lobules by clusters of reticulin fibres but within 
the lobules reticulin is scanty (fig. 5). The tissue is remarkably uniform and consists 
of healthy-looking lymphocytes packed together without any special arrangements 
Scattered among these are Hodgkin’s type giant cells. Occasional eosinophils, 
leucocytes or plasma cells may be found on searching. On purely histological 
grounds there is a danger of mistaking this lesion for a lymphosarcoma. 

Hodgkin's disease (Synonyms: lymphadenoma, fibromyeloid medullary 
reticulosis, Hodgkin’s granuloma).—This is being considered in detail 
elsewhere in this issue (p. 133) and need not be discussed here except in 
relation to the so-called Hodgkin’s sarcoma. Among cases of what may 
broadly be called Hodgkin’s disease there are some in which the disease 
runs a more rapidly fatal course and in these cases there is a corresponding 
difference in the microscopic appearance of the lymph nodes. Some workers 
(Gall and Mallory, 1942; Jackson and Parker, 1947) have separated these 
cases under the title Hodgkin’s sarcoma and have described the morpho- 
logical criteria and clinical behaviour of this group. The difficulty arises, 
however, that Hodgkin’s disease itself is not uniform in its microscopic 
appearances, and in any large series of cases there is no sharp division 
between the cases of Hodgkin’s disease and Hodgkin’s sarcoma; rather there 
is a gradation from slowly growing lesions with marked fibrosis and little 
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cellular activity to florid lesions with minimal fibrosis and numerous mitoses. 
The subdivision of such a series is feasible but artificial and in reporting 
biopsies on lymph nodes it is probably better to indicate that any particular 
case is likely to be slowly or rapidly progressive. 

Mycosis fungoides.—The three tumours of reticular tissue so far described 
have all affected primarily the lymph nodes. There are, however, consider- 
able amounts of reticular tissue in the cutis of the skin and such tissue can 
be the site of tumour formation. In a number of cases of Hodgkin’s disease 
or of lymphosarcoma or reticulosarcoma there are deposits in the skin. 
When these occur in the course of the disease their nature is plain and they 
are considered merely as local deposits. Sometimes, however, the process 
may begin in, and remain confined for longer or shorter periods to, the 
skin. Among such cases are those classed as mycosis fungoides (see p. 170). 

Finally in this group of tumours with limited spread there are those that 
arise from blood-cell precursors. According to the line of difterentiation of 
the proliferating cells, so the resulting disease is myeloma, leukemia or 
polycythemia. The first is discussed elsewhere (p. 142), and the leukemias 
and polycythemia are generally regarded as the province of the hematologist. 


TUMOURS OF RETICULAR TISSUE WITH UNLIMITED SPREAD 
In the above tumours one of the defining characters was limitation of the 
spread of the disease to the reticular tissues. This is in contrast to the un- 
restrained spread of lymphosarcoma and reticulosarcoma. In practice this 
difference is not as clear-cut as it appears. Reticular tissue, in the sense of 
primitive mesenchymal cells and syncytium, is present not only in the 
lymph nodes, spleen, liver, bone marrow and skin but in every organ with 
any lymphoid tissue in it and including therefore the alimentary tract and 
lungs, and also in the loose connective tissues. It follows that deposits of 
tumour can be remarkably widespread and yet remain within the confines 
of the system. There is, however, some limitation and the diseases so 
far considered do not invade widely outside the main sites of reticular tissue. 
This is not true of the fully malignant lymphosarcoma and reticulosarcoma. 
These spread without restraint, invading from one tissue to another. What 
is not so clear, however, is their power of metastasis. When the tissue of 
origin is so widely distributed, it is extremely difficult to decide whether 
given tumours are metastases or multifocal primaries. The usual sites of 
tumour deposits in the lymph nodes, liver, spleen, kidneys and lungs can 
all be readily explained as multifocal primaries, but the relatively frequent 
involvement of the heart muscle rather suggests true metastases, and the 
occurrence of reticulosarcoma in the brain (Jackson and Parker, 1947) is 
strong evidence in the same direction. So also are the occasional cases of 
cure following local removal of a single lesion. On the whole there does 
not appear to be enough evidence to justify one in regarding these sarcomas 
as essentially different from other malignant tumours. 

A point of interest is the relation between these tumours and the 
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leukemias. The structure of the lymph nodes in lymphatic leukemia is 
indistinguishable from that in lymphosarcoma and in many cases the same 
can be said of other tissues. This had led some authors to state that there 
is no difference, and that lymphatic leukemia is only an example of lympho- 
sarcoma in which cells spill into the circulation. This view is supported by 
the observation that a number of cases of undoubted lymphosarcoma and 
reticulosarcoma develop a leukemic blood picture late in the disease. On 
the other hand, the clinical presentation and the course of the diseases are 
usually sufficiently different to justify some distinction, even if the final 
pictures at necropsy become indistinguishable. Both diseases are probably 
expressions of a malignant proliferation of reticulum cells with greater or 
lesser degrees of proliferation and greater or lesser spilling of the pro- 
liferating cells into the circulating blood. Yet, even if identical in this sense 
it is worth while retaining the old distinction for its clinical value. 

A somewhat similar problem has arisen as regards the relation between 
reticulosarcoma and Ewing’s tumour of bone. If we exclude the cases in 
which metastases from a neuroblastoma simulate a primary, then most 
workers would agree that the remaining cases of Ewing’s tumour cannot be 
distinguished on histological grounds from a reticulosarcoma. Oberling and 
Raileanu (1932) suggested that the two were identical. There seems now to 
be every reason for regarding Ewing’s tumour as a form of reticulosarcoma 
arising in the bone marrow (Magnus and Wood, 1956). This is not to suggest 
that the disease has lost its identity—as a clinical syndrome it certainly 
exists—but rather is it an explanation of the origin of an interesting tumour. 

Although lymphosarcoma and reticulosarcoma show a fairly uniform 
pattern of behaviour they present a considerable variety of appearances 
microscopically. Some cases show a proliferation of well-differentiated 
cells virtually indistinguishable from normal lymphocytes; in other cases 
the cells are imperfectly differentiated but still resemble lymphoblasts. 
These two types are usually referred to as lymphosarcoma by British 
workers. It is worth noting here that some American workers (e.g. Jackson 
and Parker, 1947) reserve the term lymphosarcoma for a rare unifocal 
tumour of lymphoid tissue with different behaviour from the tumour under 
discussion. In the group referred to as reticulosarcoma there is a great 
variety of cellular types, depending upon the degree of differentiation of the 
cells and on their morphological types. Some authors (e.g. Gall and Mallory, 
1942) have subdivided the group mainly on the basis of the cytological 
appearances; others (e.g. Robb-Smith, 1938) have used the fibre-forming 
potentialities of the cells. In either case the subdivisions are of relatively 
minor clinical importance. All types of reticulosarcoma show a similarly high 
degree of radiosensitivity and all carry an equally bad ultimate prognosis. 


DISEASES OF UNCERTAIN NATURE 
The last group of the reticuloses is that in which the nature of the disease 
process is still a matter for discussion. This group, the lipoidoses and non- 
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lipoid histiocytosis, is being discussed as a group in another article (p. 148). 

One final note would not be out of place in this section, namely the 
diagnosis of this group of diseases. In the case of the leukaemias and poly- 
cythemia the diagnosis can be made by examination of the blood and 
marrow. In some of the inflammatory reactions of reticular tissue it may 
be made by bacteriological or other indirect means, but in a large residue 
of cases the final diagnosis of the reticuloses depends upon the histological 
examination of an excised lymph node. This presents one of the most 
difficult tasks the morbid histologist has to face. One of the reasons for this 
difficulty is intrinsic and has recently been stressed by Marshall (1956). 
The reticular tissues of normal adults include numbers of primitive multi- 
potent cells which under the stimulus of inflammation may proliferate and 























differentiate into one or more different types of cell. It follows that in 
inflammatory responses there will be mixtures of cell types from the 
primitive to the mature. In the tumours of reticular tissue there is also 
proliferation and differentiation of primitive cells producing cell types that 
individually cannot be differentiated from those of inflammatory responses. 
For this reason cytology is not a safe criterion and reliance has to be placed 
upon the arrangement of the cells and the structural pattern of the node. 
The latter is in practice the pattern of the reticulin fibrils in silver-impreg- 
nated sections. In the majority of cases a histological diagnosis is possible 
only if the material available for examination is technically good. Three 
sources of error are worth mentioning. In the first place, the lymph node 
excised may not be affected by the disease; there can be few pathologists 
who have not received normal nodes from patients with manifest reticuloses. 
Secondly, the tissue may be traumatized in removal; this can produce his- 
tological artefacts so severe as to render the recognition of the tissue im- 
possible. Finally, the tissue must be properly fixed because without this 
the structure is rapidly lost. If these three criteria are fulfilled the diagnosis 
may still be difficult but it will rarely be impossible. 

Fig. 4 and 5 are reproduced from ‘Recent Advances in Pathology’, edited by 
G. Hadfield, by courtesy of the publishers, J. & A. Churchill Ltd. 
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By W. N. MANN, M.D., F.R.C.P. 
Physician to Her Majesty's Household; Physician, Guy's Hospital 


Tuomas HopckIn, a man of ‘liberal views and independent character’, was 
born at Pentonville in 1798. After study at Edinburgh, where he graduated, 
and in Paris under Laénnec, he became curator to the museum and lecturer 
in morbid anatomy at Guy’s Hospital. It was while holding this appointment 
that he published, in 1832, his paper ‘On Some Morbid Appearances of 
the Absorbent Glands and Spleen’. His hopes of becoming physician to 
the hospital were not fulfilled and, after a few years at St. Thomas’s Hospital, 
he devoted himself more and more to travel and philanthropy. He died in 
1866 at Jaffa where a granite obelisk marks his tomb. 

Hodgkin’s paper is concerned almost entirely with the pathological 
appearances of a syndrome in which enlargement of the superficial lymph 
glands and of the liver and spleen is associated with anemia, cachexia and 
death. It was left to Samuel Wilks (1856, 1865) to describe the clinical 
features of Hodgkin’s disease as we now know it, and it is due to Wilks’ 
characteristic generosity that the disease is known by Hodgkin’s name. 


PATHOLOGY 

Hodgkin's disease is a malignant disorder arising in the reticulo-endothelial 
system, most often in the superficial lymph glands in the first place and 
less commonly in other sites. Proliferation of lymphocytes and large pale 
cells resembling reticulum cells gradually obliterates the normal structure 
of the gland. As the disease progresses, the characteristic multinucleated 
Sternberg or Dorothy Reed cells (first described by Greenfield, 1878) 
appear scattered among the much more numerous lymphocytes and reti- 
culum cells; it is upon the recognition of these cells that the certain histo- 
logical diagnosis of Hodgkin’s disease largely depends. At this stage, 
numerous eosinophil granulocytes may sometimes be seen among the cells 
which lie in a delicate reticular framework. Later, areas of Hodgkin tissue 
may undergo necrosis, fibroblasts proliferate, and the cellular mass is 
divided by bands of fibrous tissue. 

Hodgkin tissue usually shows little or no tendency to invade the capsule 
of the gland and thus reach and infiltrate surrounding structures. It may, 
however, assume more obviously malignant characteristics and spread by 
direct infiltration, especially in the lungs. 

The glands gradually enlarge but remain discrete so that when a group 
is affected, each gland may be separated. There is little or no surrounding 
inflammatory reaction. The cut surface is homogeneous and gray or grayish- 
pink in colour. Usually, the disease begins in a single superficial group of 
lymph glands, but gradually, either rapidly or slowly, other groups of 
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glands, both superficial and deep, become involved and nodules of Hodgkin 
tissue are found in the liver and the spleen which may become considerably 
enlarged. Hodgkin tissue may also be found in the bone marrow, the lungs, 
the alimentary system, the nervous system and the skin, and indeed anywhere 
in the body where lymphatic and reticular tissue is normally found. 

The variety of cells seen in sections of Hodgkin tissue, and the superficial 
histological resemblance to granulomas such as tuberculosis and syphilis, 
suggested that the primary cause of the disease was infection. Because 
tuberculosis often accompanied Hodgkin’s disease in the past, it was 
believed that Hodgkin’s disease might be a variety of tuberculosis. Although 
tuberculosis still not uncommonly accompanies the later stages of Hodgkin’s 
disease, it is probably no more than a reactivation of tuberculous lesions 
due to the patient’s lowered resistance. Alternatively, infection with a 
virus—so far unidentified—has been postulated, but proof is lacking. Of 
course, infective and neoplastic features are not necessarily mutually 
exclusive (Scott, 1951). Hodgkin himself hinted at the nature of the disease: 

‘Unless the word inflammation be allowed to have a more indefinite and loose 
meaning than is generally assigned to it, the affection of the glands can scarcely be 
attributed to that cause, since they are unattended with pain, heat, and other 


ordinary symptoms of inflammation . . . except when . . . inflammation may have 
supervened as an accidental affection of the hypertrophied structure’. 


RELATIONSHIP OF THE RETICULOSES 

Hodgkin’s disease is due to neoplastic change taking place in lymphatic 
tissue. The lymphocytes and the reticulum cells which provide the frame- 
work of the lymph glands are both derived from a common primitive 
mesenchymal cell (Willis, 1953). The bi-potential nature of this primitive 
cell leads to variety in the nature of the tumours arising in the lymphatic 
system. At one end of the scale, the reticular cells tend to differentiate 
more or less perfectly into lymphocytes and give rise to lymphosarcoma. 
Lymphatic leukemia may be regarded as a fully differentiated condition 
of lymphosarcoma in which lymphocytes spill over into the circulation. 
At the other end of the scale stands reticulosarcoma; in this, the proliferating 
cells tend to differentiate into reticular connective tissue. Intermediate 
between lymphosarcoma and reticulosarcoma stands Hodgkin’s disease in 
which both lymphocytic and reticular elements proliferate and combine 
to produce a more pleomorphic picture than is seen in either of the other 
two conditions. When to these two cellular derivatives of the primitive 
neoplastic cells are added the granulocytes, the plasma cells and perhaps 
some of the fibrous tissue, as a consequence of reaction of normal cells to 
invasion by the tumour, it will be well understood how variable the histo- 
logical picture can be and why the presence of so large a variety of cells 
has often suggested in the past that Hodgkin’s disease is an inflammation 
and not a new growth. 

There are varieties of Hodgkin’s disease which tend towards lympho- 
sarcoma on the one hand, and towards reticulosarcoma on the other. Never- 
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theless, for more than a century, to both morbid anatomists and physicians, 
Hodgkin’s disease has presented a recognizable pattern in which there is 
generally little doubt about the diagnosis. The difference between one case 
and another lies more in the speed of progress than in histological differences 
and this remarkable variation in speed accounts for the seeming variety of 
the disease. 


CLINICAL FEATURES 

No predisposing factors are known. The disease is two or three times more 
common in males than in females. No age is exempt, but the majority of 
patients are first affected in the third or fourth decades of life. It is often 
stated that by the time the first symptoms and signs of the disease have 
become apparent, there is already widespread dissemination of the patho- 
logical process throughout the reticulo-endothelial system. Clinical observa- 
tion, however, suggests that usually, and perhaps always, it begins in a 
single superficial group of lymph glands. 

In a series of 65 cases studied personally, only three did not show such enlarge- 
ment from the beginning of the disease; in 83 per cent., the cervical glands were 
initially affected, enlargement being restricted to the neck in 70 per cent. Much less 
commonly, the axillary or inguinal glands are initially enlarged. 

At this stage of the disease the patient is afebrile and there are often no 
constitutional disturbances, so that the glands may unfortunately escape 
attention unless they be accidentally noticed by the patient or his friends. 
Yet diagnosis at this stage is most important because it is probable that 
only then can treatment lead to permanent cure. Such early diagnosis is 
likely only in those cases which would naturally run a protracted course. 

Whether or not the disease always originates at a single localized site, 
it is true that the majority of patients are first seen when the disease has 
spread beyond the confines of a single group of superficial glands and 
when symptoms from enlargement of the deep glands, or progressive 
malaise, fever and wasting lead the patient to consult his doctor. The most 
important deep structures affected are the mediastinum and the lungs, and 
the liver, spleen and abdominal glands which may become palpably enlarged 
and which often reach a considerable size. Although invasion of the bone 
marrow may be demonstrated at necropsy, clinical evidence of invasion of 
bone is uncommon and spontaneous fracture is extremely rare. Nevertheless, 
hzmatological changes are common during general invasion with Hodgkin's 
disease and invariable in the later stages. The skin, the urinary tract, the 
alimentary system and the central nervous system may all be involved. 

Fever.—The presence of pyrexia appears to bear a definite relationship 
to the stage of invasion following involvement of a single group of super- 
ficial glands alone, a point of great importance in deciding upon treatment. 
While the disease is limited to the superficial glands, fever is present in 
less than 10 per cent. of cases; when deep structures are affected, fever is 
usual, but not invariable until the disease becomes widespread. In the 
terminal stages the patient is always febrile. 
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The form of the fever is variable. Rather more than half the patients 
show the Pel-Ebstein type of fever at some stage. In this the temperature 
chart shows periodic undulations, afebrile periods of a few days to a week 
or even longer alternating with a period of waxing and waning pyrexia of 
remittent type. In the later stages, the fever is more often continued but 
irregular, and sometimes it is sustained for long periods at a high figure. 

The lungs and mediastinum.—Occasionally, Hodgkin’s disease may start 
in the mediastinal glands, but this is uncommon. At necropsy most cases 
of mediastinal tumour without evidence of superficial glandular enlarge- 
ment prove to be due to conditions other than Hodgkin’s disease. ‘The 
rarity of primary mediastinal involvement makes the suggestion that 
Hodgkin’s disease originates as a thymic tumour (Thomson, 1956) most 
unlikely. Nevertheless, spread to the mediastinum is common and occurs 
in more than half the patients; it may readily be detected by x-rays. 

The mediastinal glands may become very large and give rise to the usual 
signs of compression of structures within the chest: in particular, collapse 
of a lobe of the lung, pressure on the great veins and pleural effusion. 
Usually, the disease remains limited to the glands, and other structures are 
affected only by pressure. Not uncommonly, however, the pleura or the 
lungs become directly involved by a tumour-like infiltration of their sub- 
stance. In the lungs this may occur either by a feathery peri-bronchial 
spread, or by massive lobar infiltration. Discrete nodular involvement of 
the lungs by lymphatic or hematogenous spread is uncommon; in large 
deposits cavitation may occur. Pleural effusion, most commonly secondary 
to mediastinal enlargement, is occasionally associated with pleural deposits 
of Hodgkin tissue. 

The spleen and liver.—Both the spleen and liver commonly show evidence 
of involvement during life and even more often at necropsy. The spleen 
is palpable and rather hard in half the cases, but it rarely extends more than 
a few inches below the costal margin. An enlarged liver is a rather less 
frequent clinical finding; jaundice may occur terminally. 

The skin.__Deposits of Hodgkin tissue in the skin are very rare. I have 
seen a case in which the primary site of the disease in the skin masqueraded 
as a carcinoma of the male breast, the true diagnosis only being recognized 
after mastectomy. The skin is commonly affected during the later stages 
of the disease, however, and pruritus is by far the most common manifesta- 
tion. Scratch marks are usually the only sign. Occasionally, pruritus may 
be the first symptom of the disease for which the patient seeks advice. 
Papular exanthematous lesions and urticaria are not uncommon; purpura, 
pigmentation and alopecia are rare. Herpes zoster is sometimes seen, 
presumably due to irritation of the nerve root. 

The gastro-intestinal tract.—There is much lymphoid tissue in the alimen- 
tary tract, but lesions therein giving rise to clinical signs and symptoms are 
uncommon although deposits are often found at necropsy. Two types are 
seen: Hodgkin’s disease of the stomach simulating gastric cancer, and 
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involvement of the intestines with the production of colic, diarrhcea and, 
occasionally, obstructive symptoms accompanied by fever. Although ascites 
is a common terminal sign, the peritoneum is rarely directly invaded. 

Other organs.—Pressure on nerves is a common cause of pain in the 
later stages and compression of the cord or intracranial structures may occur 
from epidural deposits. Paraplegia may sometimes be complete and remark- 
ably rapid in onset. The ureters may be obstructed by masses of glands and 
deposits are occasionally found in the kidneys at necropsy. Deposits in the 
pancreas are rare and the adrenal glands are spared. 

The blood.—There is no typical blood picture in Hodgkin's disease. In 
the initial limited stage of the disease, no changes are found in the blood 
count, but dissemination is invariably accompanied by a progressive 
anzmia of secondary cachectic type. When deposits in bone are widespread, 
as may be demonstrated occasionally by infiltration of sternum and ribs, 
immature red cells may be found in the peripheral blood. The white cells, 
at first normal both quantitatively and qualitatively, may subsequently 
show a polymorphonuclear leucopenia apart from the effects of deep x-ray 
therapy. Later, and more typically, the polymorphonuclear cells are raised 
in number and may attain a figure as high as 30,000 per c.mm. More often 
the rise is a moderate one. Myelocytes, but not myeloblasts, are sometimes 
seen. An eosinophilia is common whether there be skin lesions or not 


PROGNOSIS 
There are great variations in the speed with which the disease runs its 
course, apart from the effects of treatment. It is this which makes the 
assessment of various forms of therapy difficult. The early introduction of 
x-ray treatment left little material from which the natural duration of the 
disease can be determined. 

Some idea may be gained, however, from the series described by Desjardins and 
Ford (1923), who studied 135 cases of the disease treated by dosage of x-rays 
which would generally be considered inadequate today; some were treated also 
by block dissection of the affected glands. Only 11 per cent. were alive after three 
years. In a series of 65 cases observed up to 1939 (Baker and Mann, 1939, 1940), 
treated systematically by deep x-rays, 50 per cent. survived two years, 30 per cent. 
three years and 19 per cent. five years. In 1951, at the Christie Hospital, Boden 
found a survival rate of 26 per cent. after five years. 

These survival rates, however, do not give a true picture of the course 
of the disease, for many patients run a very short course; others, apart 
altogether from treatment, a very long one. Curves showing survival rates 
are logarithmic in shape: the mortality in the first two years is high and the 
rate diminishes progressively so that a few patients are surviving even at 
the end of ten or fifteen years. It seems unlikely that the introduction of 
chemotherapy has brought about any large improvement in survival rate. 

The patient usually dies from progressive cachexia and anemia, or from 
involvement of the mediastinum and lungs. In such a variable disease, in 
which hardly any organ in the body may be spared, there are many other 
ways in which death may occur—from paraplegia, for example, following 
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spinal compression—but undoubtedly the mediastinum is by far the most 
important single site at which involvement with Hodgkin tissue leads to 


death. 


DIFFERENTIAL DIAGNOSIS 
The differential diagnosis of Hodgkin’s disease resolves itself into two 
separate problems: the diagnosis of the early case and the diagnosis of the 
later disseminated case. 

The first sign is enlargement of a single group of glands, most often in 
one or other of the posterior triangles of the neck. The glands are discrete 
and painless and feel like firm india-rubber. There may be no other signs. 

When the glands are localized to the neck the differential diagnosis 
usually rests between tuberculous glands, Hodgkin’s disease, lympho- 
sarcoma and leukemia. Although tuberculous glands are usually described 
as being tender and often attached, not only to each other but to underlying 
muscles and to the skin, this is by no means always true and not infrequently 
tuberculous glands would pass clinically for Hodgkin’s disease. In the 
earliest stage enlarged glands due to lymphosarcoma may be indistinguishable 
clinically from Hodgkin’s disease. In lymphatic leukemia, multiple groups 
of glands are involved and the diagnosis is made plain by the blood count. 
Occasionally, secondary carcinomatous glands from an obscure primary 
growth may simulate Hodgkin’s disease. Sometimes, enlargement of one 
group of lymphatic glands—often those in the posterior triangle—occurs 
in glandular fever, but other signs of the disease and a white blood count 
usually establish the diagnosis. 

Syphilitic glands may be distinguished by other clinical features such 
as rashes and sore throat, as well as by the Wassermann reaction. Enlarged 
glands due to Pediculus capitis and other infections of the scalp offer little 
difficulty. Sarcoidosis occasionally presents with enlargement of a single 
group of glands, and generalized amyloidosis may produce a firm discrete 
enlargement of the lymph glands not unlike that seen in Hodgkin’s disease. 

In all cases in which Hodgkin’s disease or lymphosarcoma is suspected, 
a gland must be removed for histological examination. The most careful 
search must be made for evidence of glandular enlargement elsewhere and 
for visceral involvement. X-ray examination of the chest will show whether 
or not the mediastinal glands are involved. 

Patients who present with a mediastinal tumour without enlargement of 
any of the subcutaneous groups of glands are unlikely to have Hodgkin’s 
disease, although lymphosarcoma often originates in this situation. 

The patient who first presents, as many do, with widespread involvement 
offers little difficulty in diagnosis apart from other examples of the reti- 
culoses. The Pel-Ebstein type of fever, itching and an eosinophilia are 
valuable confirmatory evidence of Hodgkin’s disease and the blood count 
will exclude leukemia. In all but very few patients, a subcutaneous gland 
will be available for biopsy; in the rare case of mediastinal and visceral 
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involvement without peripheral glandular enlargement, the neoplastic 
nature of the disease is usually evident. 


TREATMENT 

Surgical excision.__In 1939, two patients were reported (Baker and Mann) in 
whom surgical removal of a single group of Hodgkin glands, from the neck 
and from the axilla respectively, one given no other treatment and one 
subsequent radiation, was followed by cure without evidence of recurrence 
for periods of ten and twelve years respectively. Other similar cases have 
been recorded (Jeliffe, 1956). It is possible that only by this means can cure 
be effected for, although many patients with Hodgkin’s disease are seen who 
have survived even longer periods with deep x-ray therapy alone, there is 
usually clinical evidence of recurrence. 

When Hodgkin’s disease is diagnosed in a patient in whom the disease 
is apparently iimited to a single group of subcutaneous lymph glands, who 
is afebrile and in whom the diagnosis has been unequivocally made by 
biopsy, then I believe that resection with subsequent irradiation of the site 
is the treatment of choice. The operation, however, is not one to be enter- 
tained lightly, for it may be extensive and disfiguring and surgeons are 
sometimes hesitant to undertake the operation in, for example, a patient 
who appears otherwise to be a healthy young woman. Few patients will 
be suitable for surgical treatment. They are chiefly those in whom the 
glandular enlargement is discovered accidentally and in whom the disease 
naturally runs an indolent course. 

Deep x-ray therapy.—In the treatment of the great majority of patients, 
deep x-ray therapy gives the greatest hope of relief and its importance has 
not been diminished by newer chemotherapeutic methods. Except when 
radiation is used as an adjuvant to surgical treatment in the hope of com- 
plete eradication of the disease, the object of x-ray therapy is the relief 
of symptoms and the prolongation of life. There is considerable variation 
from one case to another in the sensitivity of the tumour to x-rays and also 
the rate at which resistance to radiation is developed. Some patients show 
remarkable remissions with successive courses for years; in others the 
tumour soon becomes insensitive. Radiation is best withheld altogether so 
long as the patient is comfortable and free from symptoms. It should be 
used only with the object of reduction in size of tumours which are causing 
distress. In this way, the effective use of radiation may be extended and 
the patient’s life prolonged. A point will arise at which the patient can 
tolerate no further radiation and by injudicious treatment this limit of 
tolerance may be reached before the time when x-rays are most urgently 
required late in the disease for the relief of particularly severe symptoms. 

Radiation, except when very limited in extent, depresses the bone marrow 
and this is likely to occur when the ‘bath’ method of radiation is employed 
and large areas of the body are exposed. Both red and white cells and the 
platelets are affected. 
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There is no doubt that radiation, used with discretion and associated 
with blood transfusion when necessary, can considerably and comfortably 
prolong the lives of patients with Hodgkin’s disease, especially in those in 
whom the disease naturally runs a slow course and in whom it remains 
more or less limited to a few sites for the greater part of the illness 


CHEMOTHERAPY 

‘The clinical use of the nitrogen mustards is almost entirely restricted to the 
treatment of malignant conditions arising in the reticulo-endothelial system 
and they are of considerable use in Hodgkin’s disease (Haddow, 1951). 
Their advantage is also their disadvantage; because they circulate through- 
out the body, they can reach all malignant tissue, but for the same reason 
their effect is not produced on neoplastic cells alone and hemopoietic tissue 
is especially vulnerable. 

The nitrogen mustards and other drugs of similar pharmacological action 
usually produce a rapid fall in temperature and regression of the tumours 
in Hodgkin’s disease. A remission so induced may last for a few months 
to several years. Their effect is most marked in the untreated case and 
correspondingly less when the tumour has been rendered more or less 
resistant to deep x-rays, or when the patient has received previous courses 
of chemotherapy. As with radiation, there is also considerable variation 
in sensitivity from one patient to another. The simultaneous use of deep 
x-rays and chemotherapy in early cases does not appear to have improved 
the length of survival (Paterson and Paterson, 1954). Because of the inevit- 
able damage to hemopoietic tissue, chemotherapy is best restricted to the 
late case when the total dose of deep x-rays is reaching the maximum 
which can be tolerated, or when the disease is too widespread for radio- 
therapy. The effect on the blood is chiefly to produce leucopenia and throm- 
bocytopenia, but the red cells do not escape. The blood must be examined 
regularly during treatment and transfusion is sometimes needed. 

The respective merits of the various compounds used is difficult to 
assess at present and it is possible that new drugs will shortly be available. 
Those most commonly used will now be described. 

Nitrogen mustard (mustine) is probably still the most effective drug, but 
it must be given intravenously, preferably in a saline drip for it is irritant 
and may cause phlebitis. Four or five injections of 0.1 mg. per kg. body 
weight are given on alternate days. Nausea and vomiting often follow the 
injections, but their incidence can be reduced by giving amylobarbitone 
sodium, 44 grains (0.28 g.), or chlorpromazine, 50 mg., beforehand. At 
least six weeks should elapse between courses and the drug should not be 
given soon after extensive radiotherapy. 

Triethylene melamine (T.E.M.) is less effective than nitrogen mustard, 
but it has the advantage of oral administration. For an adult, 2.5 mg. is 
taken on an empty stomach with 30 grains (2 g.) of sodium bicarbonate. 
This is given on alternate days until 15 mg. have been taken. It causes less 
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vomiting than nitrogen mustard, but it may produce a more severe 
leucopenia. 

p-di-2-chloroethyl aminophenyl butyric acid (CB 1348) is given in doses 
of 0.2 mg. per kg. body weight daily for four weeks. Toxic effects are slight 
apart from depression of the bone marrow (Galton et al., 1955). 

Actinomycin C is an antibiotic with some action in Hodgkin’s disease, 
but it is less effective than nitrogen mustard. It is given intravenously in 
daily doses of 200 meg., rising gradually to 600 mcg., and administration 
is continued until a total dose of between 5090 mcg. and 10,000 mcg. has 
been given. Toxic effects include thrombocytopenia and stomatitis (Trounce 
et al., 1955). 


ADJUVANT TREATMENT 

(part from these specific forms of treatment, much can be done to improve 
the lot and reduce the suffering of patients with Hodgkin's disease. In the 
early stages, when life may be prolonged perhaps for many years, it is undesir- 
able to be explicit about the prognosis, which indeed may be uncertain. 
Unfortunately only too soon, from reference books in the public library, 
the patient learns that Hodgkin’s disease is incurable. It is wise therefore to 
disguise the true nature of his disease by using some other name for the 
malady. Later, however, recurrent symptoms and signs and increasingly 
frequent exposure to deep x-rays will reveal to the patient its malignant 
progress. It is at this time that the patient will specially need support from 
his doctor. 

Pleural effusions may be aspirated; this gives some relief from breath- 
lessness although fluid often collects again with great rapidity, especially 
if too much is removed at one time. Increasing lassitude is largely associated 
with anemia and blood transfusion is often necessary, especially when 
radiation or chemotherapy is being given. 

In the final stages the best to hope for is a spreading infection of the 
lungs and a painless terminal pneumonia. 
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LYMPHOSARCOMA 
AND MYELOMATOSIS 


By E. M. BUZZARD, B.M., F.R.C.P. 
Physician, United Oxford Hospitals and Oxford Regional Board 


‘THESE two conditions derive from mesenchymal tissue and both are malig- 
nant in that the afflicted person dies as a result of the disease process. The 
one, lymphosarcoma, runs a course very akin to other cancers, in that 
tumours, single or multiple, develop widely throughout the body and 
dissemination takes place via blood stream or lymphatic channels or both. 
The other, myelomatosis, is less typical in its manifestations since tumour 
formation is confined to the bone marrow and death results more indirectly 
from secondary infection, heart failure or uremia. Both conditions, how- 
ever, have a common feature in that the peripheral blood may become 
involved in the malignant process at any time, giving rise to a leukaemia: 
lymphocytic on the one hand, or blast-cell on the other. 


LYMPHOSARCOMA 

Lymphosarcoma results from proliferation of the lymphocytic elements of 
lymphoid tissue and is the tumour most easily and confidently differentiated 
by the morbid histologist. Thus, lymphosarcoma is the term almost univer- 
sally used, this single terminology contrasting widely with the innumerable 
names used to describe other malignant tumours of lymphoid tissue. As 
a result, a more definite appreciation of its natural history can be made on 
clinical grounds. 


CLINICAL FEATURES OF LYMPHOSARCOMA 

In common with other malignant lymphomas, lymphosarcoma is more 
common in males than in females by about two to one. It is also one of 
the commoner tumours of lymphoid tissue, but accurate proportionate 
figures are not available because no two authors agree on the designation 
of diseases to be included in the total. It has a high degree of malignancy, 
some 65 per cent. of patients being dead within three years and 80 per cent. 
within six years. Patients over the age of thirty-five have a better prognosis 
than those under that age. A few cases of localized tumour treated success- 
fully have survived up to fifteen years. The age incidence at the time of 
diagnosis is wider than for most other malignant tumours, some 5 per 
cent. occurring in patients under the age of ten years, a considerable number 
in the twenty to thirty age-group and the majority—about 55 per cent. 
in the sixty to seventy age-group. 

The majority of lymphosarcomas—about 60 per cent.—in common 
with other lymphoid tumours, present as a lump somewhere in the body, 
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more often in the cervical glands than elsewhere. Mediastinal and abdominal 
lymphadenopathy is the next commonest presentation, the former being 
a particularly lethal type, due to early compression of vital structures. 

An accurate early diagnosis is usually impossible on clinical grounds so 
that, when the lump is accessible to palpation and to the surgeon’s knife, an 
exact differential diagnosis is the responsibility of the morbid histologist. 
The importance of this to the clinician lies in the great help the histologist 
can sometimes give with regard to treatment and prognosis, for upon the 
radical removal of the lump and the successful irradiation of the area 
depends the survival of the patient in terms of months or years. An exami- 
nation of the blood and of the marrow, repeated as often as is necessary, is 
an essential diagnostic aid, for only in this way can the leukemias be dif- 
ferentiated. It is generally agreed that lymphosarcoma and lymphocytic 
leukaemia are merely different manifestations of the same disease process. 
Any tissue or viscus containing lymphoid cells can, of course, be involved 
in the malignant process. In addition to the glandular sites already men- 
tioned, mesenteric, retroperitoneal, lacrimal and salivary glands are not 
uncommonly infiltrated. Thyroid, tonsil, skin, bone, breast, spleen, liver 
and bowel can be the site of initial or late lesions. The spleen is enlarged 
in 50 per cent. of cases. 

Lymphosarcoma is, perhaps, the most interesting of the lymphoid 
tumours from the general practitioner’s point of view. It is also the tumour 
most likely to give rise to difficulties in diagnosis in the earlier stages. This 
is because it tends more than any of the other varieties to involve the 
abdominal viscera and glands. 

The patient is often in the thirty-five to fifty-five age-group. The illness 
may have an acute pyrexial onset, associated with abdominal pain and 
upset of bowel function. Continued fever, loss of weight and tiredness are 
common features. The picture may suggest infection with a salmonella or 
other organism. Not until a glandular or secondary infective abdominal 
mass becomes palpable is a more exact diagnosis possible, the true nature 
of the disease being revealed as a result of surgical intervention. 

On the other hand, after a short period of vague ill health, the patient 
may present as an abdominal emergency such as an intussusception, acute 
or subacute obstruction or as a perforation of the bowel. The small intestine 
is more commonly involved than the large, and multiple lesions are the 
rule. The finding at operation of numerous friable areas in the small intestine, 
one or more of which may have perforated, together with enlarged rather 
fleshy mesenteric glands, grey on the cut surface, is almost diagnostic of 
lymphosarcoma. Less commonly the abdominal tumour may be single and 
localized, thus offering good prospects of radical and successful treatment. 

Lymphosarcoma, together with its anaplastic relative, lymphoblastic 
reticulosarcoma, disseminates more rapidly and widely than other members 
of the reticulosis family. The primary lesions are often multifocal and they 
metastasize by blood and lymph stream to involve organs throughout the 
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body, the heart muscle being involved not uncommonly, a rare occurrence 
in other malignant conditions. 

The differential diagnosis of these lymphoid tumours from other diseases 
involving lymph glands is sometimes difficult and always vital. Especially 
is this so in lymphosarcoma in which pyrexia and constitutional upset may 
be prominent features. Thus, glandular reaction secondary to infection in 
the pharynx or elsewhere should be considered, as well as specific infections 
with generalized lymphadenopathy such as brucellosis, tuberculosis, 
sarcoidosis and infectious mononucleosis. The latter is particularly impor- 
tant because abnormal mononuclear cells are present in the blood stream 
and these may be confused with those seen in the blood in some cases of 
lymphosarcoma and in leukemia. ‘The disastrous consequences resulting 
from failure to differentiate a universally benign condition from an inevit- 
ably fatal one needs no emphasis. The absence or presence of associated 
anzmia may help the clinician to avoid such an error. 


rREATMENT OF LYMPHOSARCOMA 

Three types of treatment are available to the clinician: surgical removal, 
x-ray irradiation and chemotherapy. Compared with its use in Hodgkin's 
disease, chemotherapy is ineffective. Surgical removal of a localized mass 
is, of course, the most effective treatment, but only too often latent dis- 
semination has already taken place. Excision should always be followed by 
irradiation. The combination of these two methods gives the best long-term 
therapeutic result. Irradiation alone may be initially dramatic as lympho- 
sarcoma is highly sensitive to x-ray therapy: glandular masses may disappear 
completely. Such treatment is particularly useful when mediastinal glands 
are involved so that the symptoms of pressure on such vital structures as the 
superior vena cava and the a@sophagus can be effectively, if temporarily, 
relieved. 


MYELOMATOSIS 

Myelomatosis—the term multiple myelomatosis should be abandoned—is 
a malignant process involving bone marrow: malignant in that it kills the 
patient. The marrow of the ribs, sternum, vertebra, skull, pelvis and, to 
a lesser extent, the humerus, femur and clavicle is invaded by plasma 
cells; hence the alternative name plasmacytomatosis. There is a close 
relationship between the condition and another malignant disease of the 
marrow—leukemia. The blood and marrow in the terminal stage of some 
cases of myelomatosis closely resemble an aleukeemic plasma cell leukaemia. 

The condition is not rare and there is no cure. On this account the 
interest of the clinician tends to be focused on the diagnosis, for upon an 
accurate and early diagnosis the skilful management of the patient and his 
relatives will largely depend. The former may thus be spared well-meaning 
but often harmful and distressing treatment: the latter prepared for what 
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may be, only too often, a prolonged, disabling and inevitably fatal disease. 
It is one thing to talk of an accurate and early diagnosis, but no disease, 
particularly in the early stages, presents a more difficult diagnostic problem. 
There are, however, certain features which, if borne in mind, may help to 
solve the problem. The following facts are based upon the records of 46 
patients, proven cases of myelomatosis, admitted to the Radcliffe Infirmary 
in the five-year period, 1950 to 1954 inclusive. No statistical accuracy is 
claimed for such a small series, but the figures tally for the most part with 
those of larger series. Special attention was paid to the earlier symptoms 
and signs. It was found that they presented a fairly constant pattern, 
a study of which should enable the general practitioner to suspect the 
nature of the illness, and thus to set the diagnostic machinery in motion. 


CLINICAL FEATURES OF MYELOMATOSIS 
The disease is essentially one of the older age-groups. There were no 
recorded cases under the age of forty-one, the average age of the patients at 
the time of diagnosis being sixty. The disease is unknown in childhood. 
Sixty-five per cent. of the patients were males. 

One of the most striking features was the length of time between the 
onset of symptoms and the correct diagnosis being made: an average of 
some sixteen months—sure evidence that the process is an insidious one, 
and that the significance of the early symptoms remains unrecognized, not 
only by the patient himself, but by his medical adviser as well. This is at 
first sight surprising because the presenting symptom in 75 per cent. of 
the cases was pain; but not so surprising, perhaps, when it is realized that 
the pain was invariably skeletal rather than visceral, and was usually called 
‘rheumatism’ or ‘arthritis’. By far the commonest site for the pain was in 
the back, usually in the lower dorsal region; other common sites were the 
hips, thighs and ribs. Such pain was not accompanied by much in the way 
of local signs, except in the case of actual vertebral collapse, when local 
tenderness could sometimes be elicited. It is important to realize that some 
20 per cent. of all these cases of myelomatosis, and 25 per cent. of those 
complaining of pain, were admitted with symptoms and signs of spinal 
cord compression. Nine per cent. of the total presented with a pathological 
fracture. 

The presenting symptom in the remaining 25 per cent. of cases—those 
who complained of little or no pain—was one of debility expressed as 
increasing tiredness, loss of weight, loss of appetite and dyspnoea on exertion, 
the latter often due to anemia. 

Abnormal radiological appearances of the skeleton were present in 24 out 
of the 34 patients who were x-rayed. Thirteen of these had collapsed 
vertebre; others, unsuspected fractures of ribs, often multiple. Four pre- 
sented with pathological fractures. It is well to remember that myelomatosis 
comes second only to carcinomatosis as a cause of pathological fractures. 
A further 12 cases showed evidence of generalized bony changes, particularly 
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in the skull, ribs and pelvis. These latter changes were not always diagnostic 
and had to be differentiated from secondary carcinomatosis of bone. 

The generalized x-ray changes consist of multiple punched-out areas of 
destruction of various size, arising centrally in the bone. Compared with 
that seen in carcinomatous lesions, associated proliferation of bone is not 
conspicuous. Skull and ribs are most commonly affected; also the proximal 
parts of the long bones. A diffuse osteoporosis is common, with or without 
the multifocal lesions. Especially is this so in the dorsal vertebrae, where 
softening and collapse are so often found on x-ray. These lesions are often 
symptomless, but may be associated with paraplegia, the patient being 
admitted to a neurosurgical unit on that account. The third radiological 
variation is the single bone lesion, about which a good deal of confusion 
has arisen. It is now generally accepted that the single myeloma is no 
different from the multifocal myeloma. It may be the earliest demonstrable 
sign, but sooner or later further diagnostic signs manifest themselves—in 
bone or elsewhere. 

Many of the patients presenting with skeletal pain, and almost all of the 
remainder—so per cent. in all—were found to be anemic on admission, 
figures of 7.4 to 8.9 g. hemoglobin being common. The consequent lassitude 
and dyspnea gave rise to considerable debility, which is typically accom- 
panied by much loss of weight—anything up to 20 kilograms. Intercurrent 
‘pneumonia’ and bronchitis featured prominently in the story of these 
patients. 


DIAGNOSIS OF MYELOMATOSIS 
Three important diagnostic signs remain to be discussed: hyperglo- 
bulinzemia, marrow cytology, and Bence-Jones protein, in that order of 
importance. 

Hyperglobulinemia was found in 70 per cent. of these cases, varying 
from slight to extreme. A total plasma protein content of 12 to 14 g. per 
cent. was recorded more than once, the globulin content being from 10 to 
12 g. per cent. Such a high level is almost diagnostic, and is accompanied 
by a proportionately high erythrocyte sedimentation rate: up to 160 mm. 
in one hour (Westergren)—again, an almost diagnostic feature. In these 
extreme cases the excessive rouleaux formation of the red blood cells may 
show itself by widespread vascular changes in the retina. 

The marrow cytology showed diagnostic changes in 50 per cent. of the 
cases. The presence of typical plasma cells in the marrow, as demonstrated 
by sternal puncture, confirms the diagnosis, so that this investigation should 
never be omitted. If negative it should be repeated at different sites. If this 
is done, the percentage of positives will approximate nearer to one hundred. 
With present-day technique, such repetition is entirely justified, and 
should not be an undue imposition on the patient. 

Bence-Fones protein was present in only 30 per cent. of the cases. It is 
important to remember this, as the abnormal protein is linked with myelo- 
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matosis to a misleading degree by students and others. When present it is 
diagnostic of myelomatosis, but occurs usually late in the course of the 
disease. It will be seen that there are a number of manifestations more 
helpful to the diagnostician. 

The differential diagnosis from other diseases, once the case comes to 
be fully investigated, should not be difficult. Secondary carcinomatosis, 
senile osteoporosis and plasma cell leukemia represent the main errors 
in diagnosis. The differential diagnosis, not from other serious diseases such 
as these, but from more commonplace and non-lethal conditions is, how- 
ever, far more important from the point of view of the patient's well-being, 
the relatives’ peace of mind, and the doctor’s professional reputation. 
Such a reputation is apt to suffer when his patient suffering from so-called 
osteoarthritis, fibrositis, lumbago, slipped disc, rheumatism, or just debility, 
goes steadily downhill and dies. 

Myelomatosis should always be suspected in a patient between the age 
of fifty-five and sixty-five, who gives a relatively recent history of skeletal 
pain. If the patient has lost weight, is anaemic, and looks iller than his 
somewhat meagre physical signs suggest that he should be, then myeloma- 
tosis is a likely diagnosis. Once the condition has been thought of, the main 
obstacle to a correct diagnosis has been overcome. In the great majority of 
cases the quickest way of confirming the diagnosis is to take an x-ray of the 
dorsal spine and ribs, combining this with venepuncture for estimation of 
the erythrocyte sedimentation rate and plasma globulin. If the diagnosis is 
still in doubt, or even if there is no reasonable doubt, a sternal marrow 
puncture should always be done, in order to demonstrate the presence of 
typical plasma cells. 


rREATMENT OF MYELOMATOSIS 

Treatment is symptomatic and unsatisfactory. Its success from the patient's 
point of view, particularly in the later stages, depends greatly upon the 
wisdom, experience, sympathy and ingenuity of his medical practitioner, 
as in any chronic lethal disease. Deep x-ray therapy to the painful bony 
site may sometimes alleviate pain temporarily. Stilbamidine injections, 
once popular, have little or no specific effect. Laminectomy and decom- 
pression for paraplegia, followed by x-ray therapy and some form of spinal 
support are always worthwhile, and often effective temporarily. Salicylates 
remain the most effective analgesic for bony discomfort and pain. If an 
early diagnosis is made, such disastrous procedures as manipulation and 
enthusiastic physiotherapy will be avoided. 

The prognosis is invariably a hopeless one, but the duration of the 
condition varies greatly. Anything from ten days to ten years is recorded, 
but in this series it is significant how often a patient died within days or, 
at the most, weeks of admission. Death from urz#mia and congestive heart 


failure was common. 
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THE diseases which this article sets out to review are marked by cellular 
proliferations of reticular tissue: in some the proliferated cells contain lipids, 
in others they do not. The intracellular presence of lipid does not of necessity 
indicate that it has been retrieved from the plasma and that the laden cell 
is acting as a repository. This is accepted as the explanation of relatively 
few disorders, and in this sense the description of ‘storage diseases’ is 
outmoded. In most instances the primary fault is the cellular proliferation : 
in some, it is associated with an abnormality of intracellular metabolism, 
leading to accumulation of lipids within the cells; in others, the phagocytic 
capacity of the proliferated cells reveals itself by ingestion of lipids derived 


from necrotic tissue. 


NOMENCLATURE AND CLASSIFICATION 
‘Histiocyte’ is a term which has been used in many different senses. 

It was introduced by Kiyono in 1914 to describe cells which had the ability of 
storing certain dyes when these were injected into the circulation. Some have used 
it as synonymous with Metchnikoff’s (1894) macrophage (Wintrobe, 1951). Robb- 
Smith (1938) defines it as a tissue cell showing active phagocytic powers, regarding 
the macrophage as a free histiocyte and the littoral cells, lining the lymph sinuses 
of the lymph nodes and the venous sinuses of the spleen, liver and bone marrow, 
as specialized forms of histiocyte. Maximow (1931) writes that ‘the most important 

. criterion for deciding whether the cell . . . belongs to the histiocytic type is the 
storing of colloidal vital dyes’. All these definitions are functional, and it can be 
argued that, if there is no visible evidence of phagocytic activity, a cell cannot be 
identified as a histiocyte 

It is uncertain whether the cells which undergo proliferation in the 
diseases in question are the histiocytes which normally exist in reticular 
tissue, or whether they are derived from those undifferentiated mesenchymal 
or primitive reticular cells which in health occupy inconspicuous positions 
in the medulla of the lymph nodes, the bone marrow, spleen, adventitial 
tissues and pulmonary alveoli. The littoral cells do not share in the hyper- 
plastic change, and this suggests that the second origin is the more likely. 
In some diseases active phagocytosis is not a feature, or it may be limited 
to some lesions while absent in others. Robb-Smith (1938) regards them 
not as histiocytic proliferations, but as hyperplasias of medullary reticulum 
cells which in some instances develop phagocytic properties. Thus the 
term histiocytosis as a general description is not accorded universal accep- 
tance, and the epithet ‘non-lipoid’, which has been used to describe the 
Letterer-Siwe syndrome, is inaccurate, because many examples have now 
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been recorded which are transitional between this disorder and the Hand- 
Schiiller-Christian type of xanthomatosis. Old names, however, die hard 
and for this reason they have been retained in the title of this article 


A. Sphingosinoses 
(1) With involvement of reticular tissue 
(a) Gaucher’s disease 
(b) Niemann-Pick’s disease 
(2) Without involvement of reticular tissue 
(a) Tay-Sachs disease 
(b) Hurler-Pfaundler syndrome (gargoylism) 
B. Xanthomatoses 
(1) With raised serum lipids 
(a) Essential hypercholesteroleamic xanthomatosis 
(b) Symptomatic hypercholesterolamic xanthomatosis 
(c) Essential hyperlipamic xanthomatosis 
(d) Symptomatic hyperlipemic xanthomatosis 
(2) With normal serum lipids 
(a) Hand-Schiiller-Christian disease; eosinophil granuloma; Letterer-Siwe 
disease 
(b) Local reactive xanthomatosis 


TABLE 1 Classification of the lipoidoses (Cavanagh, 1956) 


The disorders to be described are perhaps more conveniently spoken of 
as the lipoidoses. ‘The common morbid anatomical change is a proliferation 
of reticular tissue in which the hyperplastic cells are charged with various 
types of lipid. Two groups can be recognized: in the first, the accumulated 
lipids are derived from the base, sphingosine, and these may be called the 
sphingosinoses; in the second, the xanthomatoses, the lipids are cholesterol 
and its esters, with some neutral fats and lecithin. In the sphingosinoses 
there is no change in the quantity of lipids in the serum; but the xantho- 
matoses may be further subdivided into those in which the serum lipid 
levels are raised and those in which they are not. The most convenient 
classification (table 1) is that recently proposed by Cavanagh (1956). Two 
forms of sphingosinosis exist in which reticular tissue is but little implicated ; 
they are included in the classification because the underlying fault in lipid 
metabolism appears closely related to those accompanied by proliferation of 
reticular tissue. 


GAUCHER’S DISEASE 

In Gaucher’s disease there is an accumulation of lipid, mainly in the form 
of cerebroside, within the proliferated cells of reticular tissue. The tissues 
most extensively affected are the spleen, the bone marrow, the liver; less 
frequently the lymph nodes; and rarely the lungs. In the acute infantile 
form the infiltrations are more widespread. The pathological lesions are 
dominated by the large, pale-staining and circular Gaucher cell. It may 
measure as much as 100 u in diameter; the dark nucleus is usually eccentric 
and the cytoplasm is criss-crossed by fine striations (fig. 1). 

The pathogenesis of Gaucher’s disease is little understood. There is no 
evidence that the lipid is removed from the blood stream by phagocytic 
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cells. No cerebroside can be demonstrated in the serum of these patients, 
and the assumption is that intracellular lipid metabolism is at fault and 
that this error is responsible, in some fashion, for the accumulation of 
cerebroside within the cells. 
So little is known of the 
functions and origins of 
these lipids that the nature 
of the metabolic fault can- 
not even be _ postulated. 


Te 


These remarks are equally 
applicable to the other 
varieties of sphingosinosis. 
Gaucher’s disease is seen 
more often in Jews than in 
other races. Although occa- 
sional hereditary examples 
have been recorded, this 
is rare; but it affects more 





than one member of a ; ; 
‘ ’ . , Fic. 1.—Gaucher’s disease. Photomicrograph of 
sibship in over one-third spleen (< 175). 

of all cases. 

‘Two distinct varieties can be recognized clinically: an infantile type with 
onset about the sixth month and running a rapid course; and an ‘adult’ or, 
more accurately, chronic, type. 

The ‘adult’, or chronic, type is much the commoner; symptoms appear 
insidiously before the tenth year in about half the patients, and before the 
age of 30 years in the remainder. Pain due to infiltration of bone or to 
splenomegaly is usually the reason for seeking advice. Severe pains in the 
thighs or back are common, often occurring in attacks and associated 
with fever; swelling of joints may be noted. Splenomegaly reaches massive 
proportions and is accompanied by a dragging ache, punctuated by the 
sharper stab of perisplenitis. Enlargement of the liver is the rule; although 
outstanding, it seldom gives rise to symptoms. Enlargement of lymph 
nodes is rare in children and quite exceptional in adults. Cutaneous pig- 
mentation is common and characteristic: a tan-brown discoloration of the 
face, recalling chloasma uterinum, is often seen and may affect other 
exposed parts, such as the neck and hands; a grey or brown pigmentation 
of the legs, disposed in longitudinal stripes from the instep to the knee, 
has been noted (fig. 2, 3) (Bloem, Groen and Postma, 1936). Conjunctival 
thickenings of brown colour, closely resembling pingueculz, are typical. 

Radiological examination may show extensive skeletal damage. In the 
early stages, a characteristic deformity of the lower ends of the femora is 
common: the concavities immediately above the condyles are filled up, 
producing the pathognomonic ‘Erlenmeyer flask deformity’. Patchy de- 
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calcification, particularly of the femora and vertebra, is frequent, and 
vertebral collapse has been reported on several occasions. 
Changes in the circulating blood may be profound. They are due to two 





Fic. 2.—Gaucher’s disease. Chloasma- Fic. 3.—Gaucher’s disease. Pigmen- 
like pigmentation of face. tation of legs. 


factors: bone-marrow infiltration and hypersplenism. Normocytic anemia 
with thrombocytopenia and leucopenia is often noted, particularly when 
splenomegaly is considerable. Purpura may result from the thrombocyto- 
penia and was the reason for one of our patients seeking advice. Bone- 
marrow puncture will reveal Gaucher cells and is the most convenient 
method of establishing the diagnosis. In films made from aspirated material 
they are often scanty, but are usually to be found at the extremity of the 
smear. They measure 20 to 40u in diameter with a small, sometimes pyknotic, 
nucleus; the pale-staining cytoplasm has an appearance ‘like crumpled 
tissue paper’ (Klima, 1938). 

The diagnosis of Gaucher’s disease can be suspected from the clinical 
picture, particularly if characteristic pigmentation or bone changes exist, 
but proof demands demonstration of the typical Gaucher cells in the tissues. 
This is most readily done by sternal puncture. Rarely, lymph-node biopsy 
will furnish material, and sometimes splenic or hepatic biopsy has been 
employed. 

The course of the adult type of the disease is one of great chronicity. 
In the past it has often been cut short by intercurrent infection, particularly 
tuberculosis; now, progressive cachexia and anzmia usually mark the 
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closing stages. There is no curative treatment, but splenectomy is often of 
considerable benefit. It is indicated when outstanding splenomegaly is 
responsible for disabling discomfort or when pancytopenia with an active 
bone marrow suggests hypersplenism. Symptomatic hemolytic anemia 
responding well to splenectomy has been reported (Mandelbaum, Berger, 
and Lederer, 1942). Local infiltrations in bone may respond to irradiation. 
The acute infantile form of Gaucher’s disease is rare. It is rapidly pro- 
gressive and fatal within two to six months. The reticular tissue shows 
changes similar to those of the adult form, although usually more wide- 
spread; but accompanying them is extensive neuronal degeneration in the 
central nervous system. The onset is during the first six months of life. 
The infant becomes listless and disinterested, with rapid loss of weight. 
The spleen and liver are moderately enlarged and nervous symptoms such 
as rigidity of the limbs, opisthotonos and stiffness of the neck appear. 
Finally the infant, deaf, blind and with spastic rigidity, succumbs to inter- 
current infection. No treatment affects the progress of the disease. 


NIEMANN-PICK’S DISEASE 
Niemann-Pick’s disease is a rare disorder of lipid metabolism in which 
accumulation of sphingomyelin occurs in cells of the reticular tissue, and 
elsewhere throughout the body. It is more common in the Jewish race 
and in females. There is a well-marked familial tendency and one or two 
well-authenticated examples have been recorded in older subjects (Terry 
et al., 1954). 

The onset is usually insidious and at some time between the first and 
ninth month of life. The infant ceases to eat regularly and begins to lose 
weight; vomiting often becomes insistent. There is rapid loss of weight, 
and at the same time abdominal enlargement is noted, due to progressive 
increase in size of the liver and spleen. The lymph nodes become palpable. 
The skin assumes a waxy brown colour and profuse sweats are common. 
With progress in the disease nervous abnormalities appear; muscular weak- 
ness becomes extreme, spasticity is moderate, with increase in tendon 
reflexes; mental dullness progresses to idiocy with blindness and deafness. 
In several instances a cherry spot has been observed at the macula. Death 
takes place before the second year. The disease is unaffected by treatment. 

Diagnosis requires the demonstration of the typical Niemann-Pick cells 
which may be seen in sternal puncture material or in an excised lymph 
node. These are smaller than Gaucher cells, with a foamy cytoplasm. 


TAY-SACHS AND HURLER-PFAUNDLER DISEASES 
In these two disorders an abnormal accumulation of gangliosides occurs in 
the brain ( Klenk, 1939; Brandt, 1952). In the second there is some coincident 
storage of polysaccharide material in the liver and other organs. In neither 
does the reticular tissue take part, and they are not therefore comparable 
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with the other diseases under discussion, although the underlying fault 
appears to be a disorder of lipid metabolism. 


ESSENTIAL HYPERCHOLESTEROLAMIC XANTHOMATOSIS 
Essential hypercholesterolemic xanthomatosis was first fully described by 
Thannhauser and Magendantz 
in 1938. Itis an inherited dis- 
order of cholesterol metabolism 
apparently transmitted as a 
dominant characteristic 
(Stecher and Hersh, 1949). In 
affected individuals the serum 
cholesterol level is constantly 
raised, but in only a small 
proportion do more obvious 
evidences of the disease appear. 

These consist of collections of 
‘xanthoma cells’ in the skin or in 
the tendons. The lesions are com- 
posed of aggregations of large, 
pale-staining, rounded cells with 
a finely vacuolated foamy cytoplasm. Some multinucleate foam cells may be 
seen in most lesions. Cholesterol clefts are common and often excite a surrounding 
foreign body giant-cell reaction. Hamorrhages into the lesions are common. The 
xanthomas contain cholesterol and phospholipid in about equal quantities. 

It will be noted that there is no general reaction or proliferation of 
reticular tissue and that the process is not generalized in the same sense as 
Gaucher’s disease. The generally accepted explanation is that minor 
traumas lead to local hemorrhage and escape of lipids which are ingested 
by histiocytes. Once this process has started it tends to be repeated. In 
general, lesions occur where such minor injuries might be frequent. 

The cutaneous lesions of xanthomatosis are of two kinds. The familiar 
flat yellow plaques, seen on the eyelids near the inner canthus, and well 
known as xanthelasma palpebrarum, are the most common, and often the 
only, evidence of the disease. Less often, nodular xanthomas occur on the 





Fic. 4.—Essential hypercholesterolemic xantho- 
matosis. Xanthoma tuberosum on buttocks. 





Fic. 5.—Essential hypercholesterolemic Fic. 6.—Essential hypercholesterolamic xan- 
xanthomatosis. Xanthoma tuberosum thomatosis. Xanthomas of extensor ten- 
on elbows. dons of fingers. 
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extensor surfaces of the arms, the elbows and the buttocks (fig. 4, 5). They 
are raised, yellowish, dark nodules varying in diameter from 5 to 50 mm. 
A flat elevated plaque, xanthoma planum, is sometimes seen, most often 
on the knees. The tendon lesions occur in connexion with the sheaths of 
the extensor tendons of the fingers, around the wrist and in the tendo 
Achillis. Particularly in the latter position, they are liable to interstitial 
hemorrhages which may make them acutely painful; such episodes of 
bleeding may be accompanied by fever. Their diameter varies from 1 to 3 
cm. or more (fig. 6). 

A relationship between this form of xanthomatosis and atheroma of the 
coronary, and, less frequently, the limb, arteries was noted as long ago as 
1873 (Fagge). It has been suggested that the arterial lesions are xantho- 
matous, but they cannot be distinguished histologically from atheroma. 
Nevertheless, they are clearly a consequence of the persistent hyperchole- 
sterolemia. Ischemic heart disease is therefore common in families with 
this form of xanthomatosis and myocardial infarction in early life has often 
been recorded. There is evidence that calcareous aortic stenosis may 
sometimes be related (Barr et al., 1954). 

The diagnosis of essential hypercholesterolamic xanthomatosis depends 
upon the discovery of the typical cutaneous lesions or tendon xanthomas 
in association with an elevated serum cholesterol level. High figures are 
unusual and the range is usually between 350 and 600 mg. per 100 ml. 
Treatment is unsatisfactory, perhaps because its results cannot be assessed. 
Cholesterol levels may be lowered somewhat by observing a rigid low-fat 
regime, but this needs to be continued throughout life, and few are endowed 
with sufficient persistence. Thyroid medication has been advised for its 
effect in lowering the serum cholesterol level. 


SYMPTOMATIC HYPERCHOLESTEROLZMIC XANTHOMATOSIS 
Biliary obstruction is associated with a rise in the serum cholesterol level, 
and when the duration of obstruction is prolonged figures exceeding 1000 
mg. per 100 ml. may be reached. In such patients a syndrome closely 
resembling primary hypercholesterolemic xanthomatosis may develop. 
Thannhauser and Magendantz (1938) believed that essential hyperchole- 
sterolemia might lead to biliary cirrhosis and jaundice, but Ahrens et ai. 
(1950) have produced convincing evidence that the hepatic disease occurs 
first, and that the usual cause is primary biliary cirrhosis, a disease of 
unknown origin usually affecting adult women. Xanthomatosis also occurs 
with secondary biliary cirrhosis and extra-hepatic obstruction. Xanthomas 
only develop when the serum lipid concentration rises above 1,800 mg. 
per 100 ml. They are often generalized and, unlike those of the essential 
variety, are associated with intense pruritus. When biliary obstruction can 
be relieved and the serum lipid level falls, xanthomas undergo spontaneous 
resolution. In this type the increase of the phospholipid fraction of the 
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serum lipids is relatively greater than that of the total cholesterol fraction; 
in the primary type the reverse is true. 


ESSENTIAL HYPERLIPHZMIC XANTHOMATOSIS 
In this rare disorder the neutral fats in the serum are enormously increased 
in amount, whilst the choles- 
terol may be within normal 
limits. The serum is milky 
and figures as high as 9,476 
mg. per 100 ml. are recorded 
(Birger and Griitz, 1932). 
The cause is unknown. 
Familial incidence is common. 
Xanthomas, which appear 
and disappear with variations 
‘ ws. 1 in the lipemia, are common. 
eo. LG —_— They are yellow, discrete 
Fic. 7.—Letterer-Siwe disease. Photomicrograph papules distributed over the 


of lymph node showing proliferation of med- 
ullary reticulum cells ( x 750). 





extensor surfaces of the limbs 
and on the buttocks, but may 
be generalized; splenomegaly and hepatic enlargement are the rule. 
Unexplained attacks of abdominal pain or colic are frequent. 

It is a slowly progressive disorder and little is known of the eventual 
prognosis. Lipzmia is poorly controlled by dietary restriction. 





(8) (9) 


Fic. 8.—Eosinophil granuloma. Photomicrograph of lesion in hypothalamus showing cells 
of histiocytic type and numerous eosinophils ( x 750). 

Fic. 9.—Eosinophil granuloma. Photomicrograph of lesion in hypothalamus showing 
doubly-refractile intracellular lipid ( x 750). 
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SECONDARY HYPERLIP#MIC XANTHOMATOSIS 

This disorder was a complication of diabetes mellitus in the epoch before 
insulin was available. Hyperlipamia was a common and well-recognized 
accompaniment of uncontrolled diabetes and one of Addison and Gull’s 
(1851) patients with xanthoma was of this kind. The skin lesions are of the 
type described in the preceding section. Hepatic enlargement and spleno- 
megaly were occasional associations. 

Hyperlipemia and xanthomatosis have also been recorded as accompany- 
ing some cases of chronic pancreatitis (Wijnhausen, 1921) and von Gierke’s 
glycogen-storage disease (Beumer, 1937). 


HAND-SCHULLER-CHRISTIAN DISEASE; 
EOSINOPHIL GRANULOMA; LETTERER-SIWE DISEASE 
These syndromes are now recognized as being clinical variants of one 
pathological process, and forms clinically transitional between the three 
have been repeatedly described (Engelbreth-Holm, Teilum and Christensen, 
1944). The fundamertal abnormality is a multifocal proliferation of reticular 

tissue. 

This is seen in its simplest form in Letterer-Siwe disease (fig. 7), where the 
affected lymph node is replaced by a homogeneous sheet of pale-staining cells, 
a change Robb-Smith (1938) describes as reticulum-cell medullary reticulosis. 
In eosinophil granuloma there are variable, and sometimes enormous, numbers of 
eosinophil leucocytes among these cells; often areas of fibrosis suggest that the 
lesion is resolving (fig. 8, 9). In Hand-Schiiller-Christian disease the pale-staining 
cells are clearly phagocytic, and many of them contain lipid, in the form of chole- 
sterol, giving them the characteristic ‘foam cell’ appearance (fig. 10, 11). All grada- 
tions between these changes may be noted; in some patients material from one 
lesion will show the features of Letterer-Siwe disease, from another those of eosino- 
phil granuloma, and from a third the appearances of Hand-Schiiller-Christian 
disease. 

The acute form of this disorder is the Letterer-Siwe disease and affects 
infants. There is sudden onset of fever and prostration, with rapidly 
advancing anemia, splenomegaly, enlargement of the liver and lymph 
nodes, and a hemorrhagic skin infiltration. X-rays of the chest may show 
a diffuse miliary shadowing of the lungs. There may be radiological 
evidence of bony defects. Although previously fatal in a few weeks or 
months, many of these infants now recover when treated with cortisone or 
corticotrophin. 

Eosinophil granuloma was originally regarded as a localized disorder, 
especially liable to affect the skull and the extremities of long bones, but 
sometimes arising in the skin (Otari and Ehrlich, 1940; Lichtenstein and 
Jaffe, 1940). It was noted most frequently in adolescents, and the skeletal 
lesions were found to heal after radiotherapy, and sometimes spontaneously. 
It represents the most benign type of this disease, but its manifestations 
are by no means limited to children or to one anatomical location. It runs 
a course, which may extend over twenty years, in which repeated lesions 
in bones appear and heal spontaneously or after irradiation (fig. 12); 
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infiltrations of the skin are frequent and a diffuse pulmonary lesion causing 
‘honeycomb lung’ is common (fig. 13); lymph-node enlargement and 


diabetes insipidus have often been recorded. 





Fig. 10.—Hand-Schiiller-Christian disease. Fic. 11.—Hand-Schiiller-Christian  dis- 
Photomicrograph showing ‘cholesterol ease. Photomicrograph showing foam 
clefts’ ( 50). cells and ‘cholesterol clefts’ ( 300). 


Hand-Schiiller-Christian disease was first described as marked by the 
triad of defects in membranous bones (fig. 14), exophthalmos and diabetes 
insipidus. It has long been recognized that these are only some of its many 








wz 
Fic. 12.—Eosinophil granuloma. Skia- Fic. 13.—Eosinophil granuloma. Skiagram 
grams of femora showing defects of thorax showing generalized reticula 
in upper third of left femur with tion of lung fields and lesion of nght 
an area of sclerosis, indicating seventh rib 


spontaneous healing, in shaft. 


manifestations. The lungs are commonly affected by a diffuse infiltration; 
hepatic enlargement, splenomegaly and enlargement of lymph nodes are 
all common. Defects occur in long bones and in the vertebral column 
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where collapse has been recorded. 

From this brief description the complexity of the clinical syndromes 
which result from this morbid process will be appreciated. It is clear, too, 
that it presents fundamental differences from the other lipoidoses, as well 
as from other proliferations of reticular tissue. The presence of intra- 
cellular lipid in this disorder is inconstant: it is an obvious and salient 
feature of Hand-Schiiller-Christian disease; in Letterer-Siwe disease it is 
commonly lacking: and eosinophil granuloma occupies an intermediate 
position. Lipoidosis is not therefore an essential characteristic; current 





Fic. 14.—Hand-Schiiller-Christian disease. Skia- 
gram of skull showing bony defects. 


opinion favours the view that the intracellular lipid has been derived from 
local tissue necrosis and autolysis and that its presence is an indication of 
the phagocytic predilections of the proliferated cells and not of disordered 
lipid metabolism. The nature of the process, again, is uncertain; its extreme 
chronicity and the tendency for individual lesions to heal spontaneously 
separate it from other proliferations of reticular tissue. In its course it is 
more reminiscent of sarcoidosis. 

The treatment of this disease is more rewarding than that of the other 
lipoidoses, although it remains unsatisfactory. In the acute forms the steroid 
hormones are often dramatically effective; in the chronic varieties individual 
lesions are sensitive to irradiation and, in the case of lymph-node enlarge- 
ment and bony infiltrations, excellent results are obtained (Williams, 1953). 
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These successes, however, are but local, and it is not yet possible per- 
manently to influence the course of the disease. 


LOCAL REACTIVE XANTHOMATOSIS 
These disorders have little relevance to the present discussion. Cholesterol 
compounds and other lipids are liberated whenever tissues undergo necrosis 
or autolysis. If they cannot be removed by the macrophages of the blood, 
lipid-laden histiocytes will remain in the tissues and, where there is much 
fat, their numbers may be sufficient to deserve the description, xanthoma. 
Such collections are often to be noted in the vicinity of chronic abscesses, 
old hemorrhages, and malignant tumours. 
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SARCOIDOSIS 


By H. J. ANDERSON, M.B., F.R.C.P. 
Physician, St. Thomas's Hospital 


SaRcorposis, or Besnier-Boeck-Schaumann disease, was first described as 
a skin disease in 1869 by Jonathan Hutchinson (see Hutchinson, 1875). 
About fifty years later, Schaumann, in 1917, published his classical studies 
which established it as a generalized process with protean manifestations. 


CAUSATION 

Sarcoidosis remains a disease without a known cause. Of the various theories 
advanced to explain it, none is satisfactory. Infection with the tubercle 
bacillus is almost certainly not the sole cause, although on occasion un- 
deniable tuberculous infection may mimic sarcoidosis exactly. Entry of 
foreign material, such as beryllium, into the body may produce a condition 
which is superficially identical with sarcoidosis, but it is obvious that such 
a causative agent can only rarely be found. I am one of those who believe 
that the typical pathological process can be produced by the tissues of 
a susceptible human body in response to a great variety of different stimuli 

e.g. tubercle bacilli, beryllium particles, and foreign bodies—and that 
there is no single invariable cause of the disease. The recent interesting 
finding of Cudkowicz that an unusually large proportion of patients who 
have sarcoidosis have an Rh-negative blood group points to the possibility 
of some common underlying constitutional factor which plays a part in the 
reaction. 


PATHOLOGY 

The histological features of the sarcoid lesion are multiple interstitial 
inflammatory lesions, which consist of aggregations of epithelioid cells 
with giant cells (sometimes showing intracellular inclusion bodies) which 
do not show caseation, although a distinct granular necrosis is occasionally 
seen. These sarcoids occur in all tissues and have been recorded in all 
organs with the possible exception of the adrenal gland, which is apparently 
never involved—an important point of distinction from tuberculosis. 

As an unequivocal diagnosis rests upon finding characteristic lesions on 
histological examination it is important that the pathologist who receives 
tissue for examination, e.g. liver obtained by needle biopsy, should examine 
the whole material. This may occasionally involve cutting one hundred 
or more sections of the tissue; but personal experience has proved the 
value of such an exhaustive examination. It will also be wise to stain even 
apparently typical sarcoid material with the specific stain for tubercle 
bacilli: only in this way can the rare atypical case of tuberculous infection 
be excluded. When there is anything uncharacteristic about the clinical 
August 1956. Vol. 177 (160) 
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pattern of the disease, in order to exclude tuberculosis, it will also be wise 
to culture the tissue and inoculate a guinea-pig. 

The characteristic granulomatous lesions may apparently resolve entirely, 
leaving no recog- 
nizable trace, or 
they heal by fib- 
rosis which con- 
verts the sarcoids 
into acellular 
whorls of fibrous 
tissue. Where 
secondary infec- 
tion is common, 
as in the lungs, 
dense fibrosis 
occurs and pro- 
duces much distor- 
tion and large 
tumour-like 
masses. When this 
fibrosis with dis- 
tortion occurs in 
the lungs it may 





cause emphysema 
and eventual right- 
sided heart fail- 
ure; when in the eye, blindness; when in the heart muscle, cardiac failure. 


Fic. 1.—Sarcoidosis of the lungs, with miliary mottling 
throughout both lung fields. 


DISCOVERY BY CHEST X-RAY 
One of the most common ways in which a patient with sarcoidosis comes 
for advice today is following the discovery of an abnormality in the chest 
revealed by miniature mass radiography. The abnormality may be: 
Bilateral hilar gland enlargement.—The majority of such patients have 
no symptoms, but a few will be found to have had erythema nodosum 
recently or will have erythema nodosum when seen. It is important to 
distinguish the patient who has erythema nodosum with primary tuber- 
culous infection from the patient who has erythema nodosum with sar- 
coidosis. If the disease is sarcoidosis the hilar gland enlargement is invari- 
ably bilateral, whereas with primary tuberculosis the glandular element of 
the primary complex is unilateral (with the exception of negroes who may 
develop massive bilateral hilar gland enlargement with primary tuberculosis). 
Fine miliary mottling throughout both lung fields (fig. 1).—This has to be 
distinguished chiefly from miliary tuberculosis and from silicosis. The 
former will most commonly be found in a sick person whereas the patient 
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with sarcoidosis 
is characteristically 
well. The latter is 
suggested by the 
patient’s occupa- 
tion. 

Fine or coarse 
infiltration (fig. 2, 
3).—This may be 
generalized or 
localized. ‘Tuber- 
culous infiltration 
will need to be 
most carefully 
excluded in all 
such cases, and it 
should be remem- 
bered that all the 
criteria discussed 
in the section on 
diagnosis (p. 167) 
may occasionally 
point to sarcoi- 
dosis when the 
disease is in fact 
pulmonary tuber- 
culosis. 

Widespread 
fibrosis with cystic 
changes and em- 
physema may be 
found in the later 
stages of sarcoi- 
dosis (fig. 4) 
when most or all 
of the lesions have 
undergone fibrous 
healing and there 
has been super- 
added secondary 
infection, some- 
times tuberculous. 
The differentiation 
is from chronic 
pulmonary tuber- 
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Fic. 2.—Sarcoidosis of the lungs, with fine pulmonary infiltra- 
tion. 





— 


Fic. 3.—Sarcoidosis of the lungs, with coarse pulmonary 
infiltration. 
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culosis, silicosis with tuberculosis, and diffuse bronchiectasis. 

One or more large masses in the lung fields is a rare finding. The differential 
diagnosis is then from neoplasm and it may only be possible to make the 
correct diagnosis 
by exploration of 
the lesion and 
complete or partial 
removal. 


ERYTHEMA 

NODOSUM 
In about one-third 
of all cases the 
presenting symp- 
tom is an attack 
of erythema 
nodosum. This 
differs in no way 
from erythema 
nodosum  occur- 
ring in the course 
of other diseases 
but a routine x-ray 


Fic. 4.—Sarcoidosis of the lungs, with fibrosis, emphysema of the chest will 
and cystic changes. 





show bilateral 
hilar gland enlargement. In some of these patients the rash develops in the 
first month or two after parturition. The connexion is obscure but I have 
one proven case of sarcoidosis with skin eruptions which disappeared during 
pregnancy and reappeared following parturition. 


RESPIRATORY SYMPTOMS 

A persistent irritating cough, without sputum, is a presenting symptom in 
some cases. In others the first symptom is dyspnea, worse on. effort, with 
wheezing respiration. The chronic irritating cough will often remain one 
of the intractable symptoms throughout the course of the illness. When 
pulmonary fibrosis has developed, with emphysema, there may be permanent 
dyspneea at rest, with prolonged expiration and wheezing as in bronchial 
asthma. 


OCULAR MANIFESTATIONS 
The ocular manifestations of sarcoidosis are of importance and, when the 
eye is involved, the prognosis for sight is grave, with complete bilateral 
loss of vision in about 10 per cent. of cases. About 40 per cent. of all patients 
have eye involvement. There are several well-defined clinical entities; and 
it is not uncommon to discover a past history of inflammation of the eye in 
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patients with established sarcoidosis and on careful examination to find 
evidence of previous iritis or other ocular disease. 

Acute or chronic or healed iridocyclitis is the most common finding and 
the association of low-grade fever, uveitis, chronic bilateral parotid swelling 
and facial paralysis is a syndrome complex which is diagnostic of sarcoidosis: 
Heerfordt’s syndrome (Heerfordt, 1909). Involvement of the retina is seen 
occasionally and takes the form of either a hemorrhagic retinitis, or miliary 
deposits indistinguishable from those seen in miliary tuberculosis. Rarer 
is a diseased condition of the retinal veins (periphlebitis retine) which 
results in hemorrhages into the vitreous (Eale’s disease). When organized 
these hemorrhages cause retinal detachments. Even rarer is involvement 
of the sclera in a scleritis, with invasion of the optic nerve and eventual 
optic atrophy. Glaucoma may result from chronic iritis and is occasionally 
the first recognized manifestation of sarcoidosis. Cataracts are found in 
a few isolated instances. Conjunctival nodules occur commonly and are 
a diagnostic feature. They afford easily obtained material for histological 
examination. 

SKIN ERUPTIONS 
The skin is involved in about 25 per cent. of cases first seen by physicians, 
but in dermatological clinics the incidence rises to about 65 per cent. 

The common varieties of lesion are: (a) small, superficial, discrete, 
elevated nodules; (b) larger masses which involve the skin and subcutis 
and are considerably elevated above the surface; (c) large flat plaques. 
The colour is brownish purple and the lesions are most common about 
the eyelids and on the face and neck. The larger lesions are found on the 
trunk and extremities. 

In addition to these lesions, there are others which arise at sites where 
there has been either recent trauma with entry of foreign material into the 
skin, or, in the past, an inoculation or vaccination or a surgical incision. 

In one case, at the site of a T.A.B. inoculation ten years previously a lesion 
developed and persisted. When the patient came to hospital with an abnormal 
chest x-ray histelogical examination showed the lesion to be a typical sarcoid. In 
another case a lump developed at the site of an anti-tetanus injection; some years 
later the lesion was examined histologically and proved to be sarcoid. In another 
case a blood donor noted that nodules appeared in the skin over a vein wherever 
the needle was inserted for withdrawing blood; biopsy confirmed sarcoidosis. In 
a further case, eight years after cholecystectomy, the scar of the right subcostal 
incision turned lumpy and purple over a week or so; subsequently lesions appeared 
on the arms. Biopsy confirmed both the scar and the arm lesion to be sarcoid. 
It is worth noting that the lungs were involved in each patient. 


GLANDULAR INVOLVEMENT 
Lymph gland enlargement may be the presenting symptom. When super- 
ficial, such glands may be felt anywhere but are commonest in the cervical 
groups. McCort and his colleagues (1947) stated that 85 per cent. of 258 
cases showed enlarged glands at some time during the illness but, whilst 
it is true that even minimally enlarged glands may show typical histological 
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features, it is scarcely of clinical value to call such glands pathologically 
enlarged. Pathologically enlarged glands are probably found in no more 
than 50 per cent. of cases. 

Splenomegaly.—Slight to moderate clinical enlargement of the spleen is 
found in some 15 
to 20 per cent. of 
cases; histological 
involvement occ- 
urs in 65 per cent. 
The spleen may 
be hard and the 
enlargement may 
persist unchanged 
for years. On rare 
occasions gross 
splenomegaly _ is 
the sole apparent 
manifestation of 
sarcoidosis and in 
such a case the 
spleen may be 





removed for the 


Fic. 5.—Cystic bone changes in the hand, due to sarcoidosis. 


patient’s comfort. 

Parotid gland enlargement.—\solated, unilateral or bilateral, enlargement 
of the parotid gland is an occasional presenting symptom (5 per cent.). It 
has one unusual feature: the size of the gland may vary greatly over as 
short a time as a day. 

One patient complained that she developed sudden swellings below the ear 
sometimes on one side, sometimes on the other, and occasionally on both sides 
These were uncomfortable, came up rapidly and usually disappeared in a day, 
although they sometimes lasted longer. Biopsy confirmed the diagnosis of sarcoid 
involving the parotid gland 

The more usual, persistent, enlargement of the parotid in Heerfordt’s 


syndrome has already been mentioned (p. 164). 


BONE LESIONS 
Since Jungling (1928) described the bone lesions in the extremities, it has 
been recognized that bone lesions are of diagnostic importance in about 
15 per cent. of cases. The usual radiological finding is small, punched-out 
areas of bone rarefaction with a slightly sclerotic surround in the digital, 
metacarpal and carpal bones (fig. 5, 6). On occasion much larger areas of 
rarefaction and bone destruction with considerable disorganization are 
seen, necessitating amputation of a functionally destroyed digit. 
More rarely there is involvement of the vertebra, in which the affected 
body becomes sclerosed and not, as in other bones, rarefied. 


I have had two such cases. I have also seen synovial involvement of the knee 
joint in two cases, and of the hip joint once, with no demonstrable bone lesion. 
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RENAL INVOLVEMENT 
In a small proportion of cases it will be found that there is an abnormality 
of the urine such as proteinuria and casts. Whether this is related to sarcoid 
deposit in the kidney or to a febrile upset will not be clear in every case. 
When, however, there is also 
disturbance of renal function, 
involvement of the kidney can 
be surmised. The nature of the 
abnormality is somewhat con- 
fusing, as, when extensive 
replacement of the kidney by 
sarcoid tissue has been demon- 
strated, renal function may be 
normal. More commonly the 
renal lesion is due to a deposition 
of calcium in the region of the 
renal tubules, with patchy 
tubular necrosis and glomerular 
destruction, probably secondary 
to the tubular lesion. It seems 
likely that the primary lesion 


in this type of case is a disturb- Fic. 6.—Cystic bone changes in the foot, due 
to sarcoidosis. 





ance of calcium metabolism 
with hypercalcemia and 
hypercalcuria and that the renal deposition of calcium occurs pari 
passu with metastatic calcium deposition in other organs and tissues. In my 
experience the hypercalcemia may be transitory, like the other mani- 
festations of the process, and renal damage, which is at least partly rever- 
sible, occurs during such an episode of hypercalcemia and hypercalcuria. 
In other cases, the renal damage may persist and, once the disorganization 
has started, complete renal dysfunction may ultimately occur, with death 
in uremia. But it is also certain that renal function may improve when 
the serum calcium level falls, as it may do, spontaneously. Occasionally 
renal stones may be found as a complication of the hypercalcuria. 

When there is evidence of disordered calcium metabolism, increased 
calcium intake, as by drinking large quantities of milk, or increased vitamin 
D intake or excessive sunbathing, may both aggravate the renal lesion and 
cause renal failure. There is no convincing evidence that sarcoid involvement 
of the parathyroid glands is responsible for the hypercalcemia. 


CARDIAC AND HEPATIC INVOLVEMENT 


When heart failure occurs it is nearly always as a result of pulmonary 
fibrosis with pulmonary hypertension and right ventricular failure (cor 
pulmonale). In isolated cases, however, evanescent disturbances of heart 
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rhythm, transient or protracted heart failure, or even sudden death may 
occur when the myocardium is extensively affected. 


I have seen two patients who presented with a history suggestive of myocardial 
infarction, in whom extensive sarcoidosis was present in the lungs and elsewhere, 
but no actual cardiac lesion could be demonstrated. 


In rare cases the liver may be greatly enlarged. Much more commonly 
a formal diagnostic liver biopsy will demonstrate sarcoids; this may even 
be the case when there is no other evidence of sarcoidosis (Scadding and 
Sherlock, 1948). A positive histological diagnosis can be obtained from 
liver biopsy material in 60 per cent. of cases. The isolated finding of a 
sarcoid granuloma in the liver should be viewed with some reserve, as such 
lesions have been found in viral infections and brucellosis. 


OTHER MANIFESTATIONS 
As already pointed out, the lesions of sarcoidosis occur in all tissues (with 
the possible exception of the adrenal glands) and co:.<litions such as chronic 
lymphocytic meningitis may have a sarcoid origin. 

A woman was found to have sarcoidosis causing parotid gland enlargement; in 
the past (before the introduction of streptomycin) she had had tuberculous 
meningitis which lasted about a year with ultimate recovery. Subsequently when 
still in her 20’s she developed glaucoma. Although there was no absolute proof of 
sarcoidosis as the cause of the glaucoma and meningitis, it seems likely that all 
these diseases were due to sarcoidosis. 

Isolated cases of central nervous system involvement have also been 
recorded. Sarcoid deposition in the pituitary gland may cause diabetes 
insipidus, and this complication may occur with Heerfordt’s syndrome. 
Endometrial sarcoid may be difficult to differentiate from tuberculous endo- 
metritis but when there are associated findings the diagnosis should suggest 
itself. 

DIAGNOSIS 

Because the various clinical manifestations of sarcoidosis may mimic those 
of other diseases, a certain diagnosis can only be made when a portion of 
affected tissue is removed and examined and the typical change is found. 
Even when the histology is apparently typical there is still the possibility 
that the cause is the tubercle bacillus, a brucella or virus infection or a foreign 
body reaction. For these reasons it is wiser to make a positive diagnosis 
only on the basis of several of the characteristic findings. 

Clinical pattern.—The clinical pattern may be suggestive or characteristic: 
e.g. bilateral hilar adenitis with erythema nodosum; or a febrile illness with 
parotid gland enlargement and facial paralysis and eye disease. 

The Mantoux reaction.—The tuberculin reaction will be found to be nega- 
tive, even to undiluted Old Tuberculin (O.T.), in some 50 per cent. of cases; 
even when the reaction is positive it is usually so only with concentrated 
O.T.: e.g. 1/10, or 1/100 dilution. This will generally serve to differentiate 
sarcoidosis from active tuberculous disease in which the Mantoux reaction is 
almost always positive with diluted O.T.: e.g. 1/10,000 or 1/100,000 dilution. 

Plasma proteins.—In a proportion of cases the total serum protein is 
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increased, usually due to globulin excess. There is also some evidence to 
support the view that the rise in protein is connected with the activity of 
the disease, in the quiescent phase the proteins falling to normal levels. 
Serum calcium.—There may be hypercalcuria in the active phase of the 
disease and serum calcium levels of 17 to 18 mg. per cent. have been found. 
Bone involvement.—An x-ray of the bones of the hands and feet may show 
the typical areas of rarefaction. 
Biopsy.—A piece of tissue may be removed from: 


(1) The liver.—A positive result is obtained in 60 per cent. of cases. 

(2) Lymph nodes.—When none seem pathologically enlarged a scalene node may 
be removed. 

(3) Conjunctival biopsy.—In experienced hands this gives a high proportion of 
positive results (70 per cent.). 

(4) Skin biopsy.—When there is an obvious or a suggestive lesion. 

(5) Kveim test.—If lymph-node material from an unequivocal case of sarcoidosis 
is available, a portion may be suitably inoculated into the skin of the patient who 
is being investigated. In sarcoidosis, after six weeks, or longer, a nodule may appear 
at the site of inoculation and this, when excised and examined, will be histologically 
typical. The drawbacks to this test are the relative difficulty of obtaining suitable 
material to inject; the fact that the material must be safe to use; and the fact that 
such an inoculation may give a false positive result (though this is denied by some 
authors). Finally there is always the possibility that sarcoidosis, if it is caused by an 
infective agent, may be transferred to the patient. 


DIFFERENTIAL DIAGNOSIS 

When several features of the symptom complex of sarcoidosis are present 
there is little difficulty in excluding other diseases, always excepting tuber- 
culous infection which may mimic every feature exactly. With isolated 
manifestations, on the other hand, as when lymph nodes are enlarged, 
tuberculous infection and reticulosis are the major differential diagnoses. 
Examination of a lymph node will give the correct diagnosis. In the absence 
of an excisable gland the diagnosis will be suggested by the other findings, 
especially liver biopsy. It must always be remembered that a negative 
Mantoux reaction does not exclude one of the reticuloses, as the Mantoux 
reaction is commonly negative in these. When the diagnosis is still uncertain 
after a full investigation, observation over a period of time will solve the 
problem, as the lymph nodes of a reticulosis will continue to enlarge and 
sooner or later a superficial node will become enlarged and can be examined. 
Failing this, radiotherapy can be used as a diagnostic aid: it will cause the 
enlarged nodes of a reticulosis to shrink. 

The entry of beryllium into the body can mimic the whole process 
exactly and can only be excluded by discovering the existence of occupational 
hazard and by histochemical assay. Isolated eye disease will often be difficult 
to distinguish from tuberculous disease and a certain differentiation may be 
delayed for years until other features of the disease appear (if they ever do). 
Toxoplasmosis can be excluded by specific tests. Isolated renal disease 
with raised serum calcium must be distinguished from hypercalcemia due 
to hyperparathyroidism. If none of the other investigations which serve 
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to distinguish them is helpful, the therapeutic effect of cortisone should 
be tried. This is advisable as the hypercalcemia may irremediably damage 
renal tissue. The fall in serum calcium in sarcoidosis occurs in a few weeks 
whilst the level is unaffected in hyperparathyroidism. 


NATURAL HISTORY AND PROGNOSIS 

A clear-cut picture of the natural history of so variable a condition cannot 
be given. In many cases it is possible that the manifestations are transitory 
and disappear without leaving any detectable abnormality: those cases 
which first appear with hilar lymph-node enlargement, the majority of 
which recover completely over a period of six months to a year. No doubt 
seme do develop other manifestations of the disease in later years but these 
are few in number. In other cases pulmonary infiltrations will appear and 
disappear without trace; or there may be more or less replacement fibrosis 
with emphysematous change and respiratory embarrassment, with death 
from cor pulmonale. In a very few the pulmonary infiltrations will increase 
rapidly with progressive symptoms. Sudden death from cardiac involvement 
is rare. Death from cor pulmonale is probably the commonest mode of 
termination; chronic renal failure accounts for death in a small number. 

The prognosis may be summed up by saying that of all cases it is probable 
that most recover completely; a few become repeatedly or progressively 
worse as a result of respiratory disease, eye disease, bone disease or 
chronic renal disease. Very few die as a direct result of the disease. 
The outlook for life is well expressed in the old name for the disease, 
‘lymphogranulomatosis benigna’. 


TREATMENT 
From what has already been said, apart from the local manifestation of eye 
disease, it will be clear that most patients will need no therapy. The few 
who have rapidly progressive disease should be treated with cortisone in 
suitable doses, with good prospects of resolution of the lesions. Much less 
spectacular results are obtained by treating with cortisone the more chronic 
and long-standing infiltrations of the lung, although even in these broncho- 
spasm may be relieved and subjective improvement may occur. How long 
cortisone therapy will have to be continued in any patient is uncertain. 
Experience has shown that in some it has had to be indefinitely prolonged, 
all the manifestations returning as soon as treatment is stopped. 

It must be stressed that, because tuberculous infection may coexist, 
cortisone treatment should always be combined with suitable antituberculous 
drug therapy. 
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Ir is usual for systemic disease to involve the skin as is apparent in most 
acute and chronic infections, in metabolic and endocrine and other dis- 
orders. Sometimes the maximum incidence of the disease is in the skin 
and it has often been stated, with considerable supporting clinical evidence, 
that such incidence exercises, or is at least accompanied by, some protection 
of the body as a whole. A more important feature of such expressions of 
systemic disease, however, is the fact that they afford a wealth of opportunity 
for the clinician to study the disease more acutely and exactly and, in par- 
ticular, to observe the natural history of the disease. This opportunity has 
been and still is neglected and it is only in recent years that any harvest 
has been reaped from such affections as sarcoidosis, lupus erythematosus 
and systemic sclerosis which had previously figured only in the dermato- 
logical world. It is in the light of these facts that we should approach the 
subject of mycosis fungoides; a systemic disease still regarded as essentially 
dermatological, a diagnosis not indulged by the general physician and 
often unacceptable to the pathologist. 


NOMENCLATURE 
Mycosis fungoides, fortunately, is a rare disease for it belongs to that group 
of seemingly neoplastic diseases of the reticulo-endothelial system of which 
Hodgkin’s disease, the leukaemias and lymphosarcoma are examples. 

There are often features suggestive of the infective granulomas about 
mycosis fungoides, as of the other ills mentioned and the early dermato- 
logists so regarded this disease, describing it as a form of yaws. It was 
Alibert, in 1832, who suggested the descriptive title which has been retained 
since and which provides a useful focus to which clinicians have directed 
their various observations. Alibert did not employ the term to suggest 
a parasitic etiology but to emphasize one of the distinctive features of the 
clinical picture: mushroom-like tumours which tend to break down and 
fungate. 

Various authorities, particularly French, have stressed different aspects 
of the problem from which a more or less typical picture and course can 
be outlined for the disease. It must be emphasized that there is infinite 
variety; no two cases are ever identical and it is not surprising that upon 
occasion completely unrelated affections are drawn within the sphere of 
this descriptive label. Their true nature may not be disclosed until the 
stage of necropsy, for mycosis fungoides almost invariably ends fatally. 
These occasional disclosures, as of carcinomatosis or tolurosis m:squerading 
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as mycosis fungoides, do not entitle us to discard a well-recognized clinical 
entity, even though as yet there are no distinctive pathological criteria. 


ETIOLOGY 

The disease occurs in both sexes and at all ages but is rather more common 
in men and usually arises in middle or later adult life. Normally, it runs 
a long and protracted course, anything from five to fifty years, but occasion- 
ally it runs a rapid course. Until the later stages of the disease the affection 
is not a grave or serious one, does not unduly embarrass or distress the 
patient or interfere with his social activities or his ability to live a reasonably 
normal life. The early manifestations are often nondescript or mimic some 
minor skin reaction and the true diagnosis may not be possible, even if 
suspected, until the later and more serious stages of the disease. This, of 
course, is true of many of the diseases classed as reticulo-endothelioses. 

So far as clinical signs and symptoms are concerned, the affection may 
run its whole course from beginning to end without obvious involvement 
of tissues other than those of the skin or mucous membranes, but in a pro- 
portion of cases other organs are involved in the later stages. The involve- 
ment may be limited to one or two organs or may extend to all or most 
tissues. Lesions have been seen in the eye, lung, kidney, liver, gut and bone 
marrow, the bladder and central nervous system, and no doubt may arise 
anywhere. 

As with most diseases of this category, the etiology is unknown and 
there are those who still think an infective agent may be discovered. The 
majority, however, believe that it is a reactive phenomenon of a neoplastic 
character and, whilst it can perhaps be precipitated by a variety of stimuli, 
it may arise as a disease ab initio and possibly indicates a certain inborn 
diathesis. These are features common to other neoplastic states including 
epithelioma. 

It is pertinent in this field to recall that the condition of lymphocytoma in 
the skin, whilst it can be widespread and even systemic, may be limited to 
exposed parts and be light-provoked. In Australia I have seen an affection 
of the skin of long standing similar in clinical and histological features to 
mycosis fungoides but limited to exposed parts and clearly dependent 
upon light sensitization. 


THE EARLY STAGE 
Mycosis fungoides, then, is a disease which in its early stages may be 
associated merely with itching or with an itching dermatosis of a banal 
type. Eczema, urticaria, seborrheic dermatitis, lichenification, lichen planus, 
psoriasis, and exfoliative dermatitis are among the common presentations 
at this stage. Some would say that these are in fact the common diseases 
at this stage and that in certain predisposed individuals mycosis fungoides 
supervenes, but most authorities would accept that the disease is one and 
the same from beginning to end whether or not it can be diagnosed as such. 
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Support for this view comes from a consideration of the natural history of 
other reticuloses and also from one particular presentation in the early 
stages, known as parapsoriasis. 

Different patterns of parapsoriasis are described but they are all charac- 
terized by a scaling and redness, an absence of subjective symptoms or of 
distinctive histology, by persistence, an absence of any disturbance of the 
general health and a failure to respond to treatment. In a large proportion 
of patients with parapsoriasis, one of the malignant reticuloses arises in 
the course of the disease after many years of innocent behaviour and that 
manifestation is often mycosis fungoides. The phase may be heralded by 
the development of some reticulation in the parapsoriatic patches, by telan- 
giectasia and small areas of atrophy and by a dermal infiltration in lesions 
that had previously been macular or merely scaling. 

Another rare disease, poikilodermie atrophicans vasculare of Jacobi 
a skin change sometimes associated with dermatomyositis—may undergo 
transformation similar to one of the malignant reticuloses, including mycosis 
fungoides, and most dermatologists will have a number of such patients 
under their care in the course of years. 

These facts are recorded here to indicate the extraordinary variety of 
presentations that may be assumed by this particular form of malignant 
reticulosis, mycosis fungoides, and the various ways in which the skin may 
participate. Altogether, the range of this rare disease is wide and it 
emphasizes the difficulty in arriving at the natural history of such a disease 
even when its major manifestations are in the skin. The same difficulty and 
variety is experienced with the reticuloses, e.g. Hodgkin’s disease and 
the leukezmias, when only secondary manifestations occur in the skin. 

Even when the early manifestation is one of the banal types of skin 
reaction, such as eczema or lichen, sooner or later there is something about 
the behaviour of the disease which suggests a reticulosis to the experienced 
dermatologist although he may not be able to prove it. One such feature 
may be the degree and intensity of the irritation suffered and another is 
the lack of response to ordinary measures of treatment. The condition may 
be variable, slowly waxing and waning or even disappearing for periods, 
usually to return in the same sites and gradually to extend. It is not un- 
common for this phase—or for parapsoriasis—to persist for twenty years 
before any significant change occurs. Parapsoriasis and poikiloderma are not 
influenced by x-ray therapy but the other premycotic eruptions which 
present as eczema, lichen, and the like, may disappear or be relieved tem- 
porarily and will certainly be relieved as regards itching by radiotherapy. 

Neither at this time nor subsequently is there any change in the blood 
picture or in the bone marrow; there is no change in the blood chemistry 
and the histopathology of skin and glands shows no more than simple 
non-specific perivascular inflammatory changes. Serum proteins may show 
an increase in globulins. 

Rarely there are transient lesions of mucous membranes. There may be 
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temporary or persistent loss of hair which may be patchy or symmetrical 

or limited to the hair margins round the scalp (ophiasic). ‘There may be 
moderate enlargement of lymph nodes. 

Sometimes there is an altered texture 

or ‘bloom’ on the skin or a general 

dryness like xerodermia and rarely a 

fine, patchy telangiectasia and punctate 

purpura giving a faint bronzed ap- 

pearance. These again are features seen 

in other expressions of the malignant 

reticuloses besides mycosis fungoides. 


THE INTERMEDIATE STAGI 
In most patients there follows an 


intermediate stage when the dermato- 
logist’s suspicions are more definitely 
roused. The less banal elements of 
the reaction become emphasized, 
with xerodermia or fine purpura more 


typical tumour of mycosis - ; ; 
fungoides. evident, and there is a suggestion of 


thickening or infiltration beyond what 
would normally be expected. Histology may still show cellular infiltration 
which is no more than suggestive but, taken with other signs, it may lead 
to a fairly confident diagnosis. As previously mentioned, the development 
of a reticular pattern, telangiectasia enclosing a mesh of fine atrophy or 
pseudo-atrophy and shallow degenerative erosions, is highly suspicious, 
though less common. 
This intermediate phase, relative to the duration of the whole disease, is 
comparatively short, perhaps a year or two. 


THE FINAL STAGE 
The final stage is that of true cellular infiltration which, both clinically and 
histologically, is unquestionable and has the character of a reticulosis even 
though the pathologist may not attach so specific a label as mycosis fungoides. 

The cellular infiltration is dense, occupying most of the corium, fairly sharply 
demarcated at its deeper limit at first but later invading deep tissues. The cells are 
polymorphic and often atypical, showing much mitosis and often giving rise to 
multinucleate cells which may resemble those seen in Hodgkin's disease. Fibro- 
blasts, plasma cells, lymphocytic, endothelial, reticulum and granular cells parti- 
cipate. The infiltration is diffuse and does not show caseation or necrosis. The 
connective tissue elements may be displaced. 

Clinically, infiltration often gives rise to distinctive and rather bizarre 
lesions. These may be smooth, brawny, mushroom tumours (fig. 1), or 
arcuate or horseshoe-shaped or sometimes extensive, even symmetrical, 
figurate patterns of linear infiltration are seen. Tumours are mostly sessile 
but may be pedunculated and hang like figs. ‘They may affect mucous 
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membrane as well as skin. They may ulcerate and fungate, giving the 
most distressing appearances though not necessarily interfering with the 
general health of the patient. There may still be no signs of the disease 
except in the skin. 

In more than one case I have seen multiple gross ulcerating tumours, 
even of tongue and mucosa, harbouring maggots and completely unres- 
ponsive to treatment. Itching is often less severe during this tumour stage 
of the disease. 


TREATMENT 
As with most reticuloses, it is usual for the infiltration and tumours to 
melt like snow under quite small doses of x-rays, but eventually lesions 
become radio-resistant. Relapse after short remissions is usual and in 
view of the extent and chronicity of the affection x-radiation carries a serious 
risk of damage to blood-forming organs. 

Tumours may resolve spontaneously and recur in the same or other sites. 
There may be a temporary remission, following a febrile illness such as 
pneumonia or erysipelas or an induced febrile illness such as malaria. 

Arsenical therapy may exercise some restraining influence, presumably 
by its cytotoxic action. Nitrogen mustard (mustine) and other forms of 
chemotherapy, such as purinethyl, may for a time control the tendency to 
infiltration and tumour formation. More recently, steroid hormonal therapy 
has been shown to exercise a beneficial effect in some cases, not only relieving 
itching but reducing infiltration. The necessary dosage is usually high but 
is obviously justified in a desperate disease. 

Occasionally, a solitary tumour, or a few tumours, occur and may be 
excised surgically and this may be curative. 


I have had one patient with three tumours which were excised; for many years 
subsequently, while she was under observation, no other manifestations of the 
disease were seen. A second patient, who has had parapsoriasis for forty years, 
developed a large tumour ten years ago which was excised and she has developed 
no more. She is still in good health but has parapsoriasis. 


Although cure has very occasionally appeared to follow one or other of 
these measures, either because, or in spite, of the treatment, a fatal termina- 
tion is the general rule and the last months or years may be associated with 
great distress for the patient and for those nursing him. Occasionally the 
course of the disease is rapid. 

In a minority of patients the disease starts with tumour formation, 
tumeur d’emblée type, and may persist along this course or may later 
develop the pre-mycotic eruptions already described. 


SUMMARY 
To summarize, mycosis fungoides is evidence of a neoplastic change in 
the reticulo-endothelial system in which the manifestations arise mainly 
in the skin. The course is prolonged and almost invariably ends fatally. 
There is no curative treatment but a number of measures may exercise 
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temporary control. Since a cure cannot be effected, it is perhaps wise not 
to treat this disease actively unless the circumstances demand it. This 
would certainly appear to be true for radiotherapy which is not only likely 
to be harmful by depressing the hemopoietic tissues but would often seem 
to shorten the natural course of the disease itself. Although results may be 
dramatic at first they are short-lived, remissions tend to become shorter 
and the rapidity of growth (which ultimately is uncontrolled by x-irradiation) 
sometimes appears to be accelerated by the treatment. On the other hand, 
patients who have elected to have no treatment have sometimes lived many 
years, even with tumour formation. But great variation is encountered and 
no dogmatic statement can be made in this regard. 

It is perhaps simplest to regard the reticulo-endothelial system as a 
single organ developed from a single type of cell, the bipolar stem cell, 
which may give rise on the one hand to histiocytic and endothelioid tissues, 
and on the other hand to the lymphocytic type of cell. A disturbance of the 
system, including neoplastic disturbance, may thus give rise to a great 
variety of clinical pictures affecting any or all organs in different and varying 
manners. Mycosis fungoides is one of those expressions in which the skin 
is chiefly affected. But it is within the experience of most dermatologists 
to have seen the same patient over the course of years presenting different 
clinical pictures which would properly have received different labels in 
the various phases of his reticulosis. 

Nevertheless, the clinical picture of mycosis fungoides is so striking, the 
essential lesions are so distinctive and the natural history is generally so 
consistent, that there is much to be gained by retaining this classification 
for clinical purposes until more specific etiological factors are found. The 
clinical entity is as distinctive as Hodgkin’s disease, lymphosarcoma or 
lymphatic leukemia. It may be, and probably is, true to say that these are 
all variants of one disease but there is little to commend the view that 
mycosis fungoides is merely Hodgkin’s disease or lymphatic leukemia or 
lymphosarcoma with its main incidence in the skin. The dermatologist is 
familiar with these other syndromes and with their varied involvement of 
the skin but he would still recognize as distinctive and quite different the 
syndrome which he labels mycosis fungoides. 

As regards differential diagnosis, it has been indicated that in the early 
stages, although suspicions may be aroused, judgment has often to be 
reserved over a considerable period before it can be accepted that a par- 
ticular manifestation is a simple and benign reaction. In the infiltrated and 
tumour stages of the disease, chronic infections such as syphilis, leprosy, 
and yaws, and other malignant disease of the skin such as sarcomatous or 
melanotic invasion from malignant disease elsewhere, must be excluded. 
The differentiation between the various types of malignant reticuloses as 
they affect the skin is of academic interest only. 
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INTERMITTENT attacks of cold, dead fingers, or Raynaud’s phenomenon, are 
a frequent complaint, and may be of little significance or may be symptoms 
of severe disease. They occur elsewhere than in the fingers. The fact that 
they are intermittent separates Raynaud’s phenomenon from other con- 
ditions such as the persistent cyanosis of incipient gangrene, or acrocyanosis. 
Between them there is normality, or at least relative normality, of the 
circulation in the part. Each attack consists of pallor or cyanosis, or pallor 
followed by cyanosis, occurring on exposure to cold, and sometimes 
aggravated by emotion. 


THE MECHANISM 

Physiologically there is vasoconstriction of the medium arteries, for example 
the digital arteries, of such degree that blood flow ceases: a finger pricked 
during an attack does not bleed. Whether pallor or cyanosis occurs first 
depends upon the position and activity of the part when the attack starts; 
when the part is above the level of the heart, or active, then pallor is first 
seen, but if the part is below heart level and inactive, then cyanosis is first. 
Pallor may give place to cyanosis when blood starts to flow and when vaso- 
constriction is partially relieved so that the fresh blood is rapidly deoxygen- 
ated. After restoration of blood flow by warming there is a period of reactive 
hyperemia accompanied by an unpleasant burning, tingling sensation and a 
brick-red discoloration; after this the part returns to normal. Although it is 
the fingers which are most commonly affected, the phenomenon may occur 
in the thumbs, distal half of the hands, toes, ears and nose and it has been 
observed in the tongue. The thumbs are less often affected than are the 
fingers. 

Apart from the effects of substances circulating within the blood stream, 
the calibre of the digital vessels depends upon (a) the local temperature of 
the part, (b) central sympathetic activity. Central sympathetic activity is 
increased by bodily cold and, to a lesser extent, by emotion, and decreased 
by bodily warmth. In the normal person local and bodily cold are insufficient 
to give complete vasoconstriction, but abnormal degrees of these may do so. 
Hunt (1936) induced a Raynaud’s phenomenon in his fingers by reducing 
his body temperature sufficiently, and it has been observed by others in 
surroundings of severe cold, when it might be assumed that body tempera- 
ture is reduced below normal levels (Richards, 1946). Thus, in these unusual 
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circumstances a Raynaud’s phenomenon is probably a normal physiological 
function. 

The surface area of the fingers is greater per unit volume than that of 
any other part of the body except the ears, so the fingers and, to a lesser 
extent, the hands are particularly suited for conservation, or for loss, of bodily 
heat; particularly is this the case as, in addition to their large surface area, 
their blood flow can be varied physiologically through a greater range than 
can the blood flow of any other surface. So a Raynaud’s phenomenon in the 
fingers is an effective method of heat preservation in severe cold. 

Most individuals never experience a Raynaud’s phenomenon throughout 
their lives, probably because they are never exposed to sufficient degrees of 
cold, but many of either sex do, even in degrees of cold normally encountered. 
It seems that in these the reaction to cold is rather over-ambitious and that 
complete vasospasm can be produced at lesser degrees of cold which do 
not involve much reduction of body temperature. This is Raynaud's 
phenomenon in its simplest form and is not a pathological condition, but 
rather ‘an exaggeration of a normal [physiological] process’ (Monro, 1899). 
This is a primary Raynaud’s phenomenon. If there is any narrowing or 
obstruction of the digital arteries, the normal physiological response to cold 
will more readily result in complete occlusion of digital arteries, and there- 
fore a Raynaud’s phenomenon. The more severe the obstruction, the more 
readily does the phenomenon occur and eventually one factor alone, either 
bodily cold or local cold, may be sufficient to produce an attack. Lewis 
(1936) noted that in patients with severe Raynaud's ‘disease’ an attack could 
be induced by cooling of the base of a digit whose sympathetic nerve supply 
had been interrupted by local anesthetic block of the somatic nerve. He 
therefore assumed from this, and other observations, that there was some 
local fault in the digital arteries which was responsible, and he considered 
this to be a peculiar sensitivity to cold on the part of the digital artery. 
From observations of digital arteriograms it seems more probable that, in 
these, narrowing or obstruction of the digital artery is the cause. 


CLASSIFICATION 
Raynaud’s phenomenon can therefore be of two main types: 
(1) Primary Raynaud’s phenomenon when the digital arteries are normal. 
(2) Secondary Raynaud’s phenomenon when there is narrowing or 
obstruction of the digital arteries from any cause. 
Secondary Raynaud’s phenomenon may be seen in the following: 
(a) Trauma 
Cold 
Isolated injury 
Vibration injury 
(b) Collagen diseases 
Scleroderma and probably Raynaud’s disease 
Disseminated lupus erythematosus 
Rheumatic fever and rheumatoid arthritis 
Polyarteritis nodosa 
Dermatomyositis 
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(c) Nervous disorders resulting in disuse 
(d) Obliterative vascular diseases 
Atherosclerosis 
Thromboangiitis obliterans 
Arterial embolism and thrombosis 
Cervical rib (very rarely) 
(e) Stasis in the smallest vessels 
Syphilitic arteritis 
Cold hemagglutination 
In some severe general illnesses such as leukemia, polycythemia, advanced 
pulmonary tuberculosis, and malaria 
(f) Certain intoxications 
Ergot poisoning 
Heavy metal poisoning 


PRIMARY RAYNAUD’S PHENOMENON 

Although usually called hereditary cold fingers, primary Raynaud’s phe- 
nomenon appears a better title. The condition is often seen in children of 
either sex, especially at the age when the child is first exposed to local and 
bodily cold. The sight of a shivering, rather frightened child standing about 
on the seashore after his first bathe, with his fingers cold and dead is not 
uncommon. There is usually a history of its occurrence in other members 
of the family. It may also occur for the first time in later years, up to the 
twenties, and, rarely, later in life and is often associated with chilblains or 
acrocyanosis or a history of these. It is never complicated by trophic changes 
in the digits, although it may get worse with advancing years, because 
intimal thickening associated with ageing somewhat reduces the lumen of 
the digital arteries. Elderly people are often seen with a ‘bad circulation’ 
who have so suffered for fifty or more years, but who show no trophic 
changes in the digits. Cracks and fissures often occur, but these heal in the 
summer, only to reappear in cold weather. At puberty or pregnancy the 
tendency to Raynaud’s phenomenon may disappear, never to recur. 

It is necessary for local and bodily cold to be present together before a 
Raynaud’s phenomenon occurs in the absence of arterial obstruction. In a 
susceptible person an attack cannot be induced by local cooling of a digit 
if the body is warm, as in a hot bath, or if the body is cold and the hand 
warmed. Local anzsthetic block of a somatic nerve always relieves an attack. 
Arteriography of the digital vessels never shows arterial narrowing or 
obstruction and the appearances are indistinguishable from those which are 
seen in persons who have never suffered from Raynaud’s phenomenon. 
The condition is rarely severe and there are no complications. The patient 
can be reassured as regards the prognosis, and treatment is not often 
necessary. 


SZCONDARY RAYNAUD’S PHENOMENON 
The severity of Raynaud’s phenomenon depends entirely upon the severity 
of the digital artery obstruction. It therefore increases with advancing 
disease, and trophic changes soon appear. These consist of atrophy of the 
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skin leading to a shiny smooth digital skin, wasting of the pulp ends of the 
fingers, slowness and irregularity of nail growth, recurrent or persistent 
paronychiz, phlyctenular gangrene and, rarely, massive gangrene of a 
finger. When disease of the digital arteries is advanced, local cold alone may 
be sufficient to induce an attack, and it is important to recognize such a case 
as sympathectomy in these circumstances cannot be expected to be of any 
value. When the blood supply becomes critical and gangrene is threatened 
pain occurs and may be severe, but is not otherwise present, unless there is 
sepsis. 


CONDITIONS ASSOCIATED WITH SECONDARY RAYNAUD'S 
PHENOMENON 
Cold.—After frostbite the phenomenon may start in the surviving digits or 
parts of digits, as in these sublethal cold has caused narrowing of the arterial 
lumen from endarteritis. In these examples it is due to a normal physiological 
response to cold on the part of fingers with defective arterial supply. 

Injury.—An incised wound which has divided a digital artery may lead 
to a Raynaud’s phenomenon in that part of the digit distal to the injury. 

In vibration injury and pneumatic hammer disease, it is said that there 
is no evidence of digital artery damage, and that the injury causes a hyper- 
sensitivity of the arteries to cold. On the other hand, cases of gangrene 
have occurred. 

In the only amputated finger we have had the opportunity of examining, section 
showed intimal thickening which was certainly abnormal (Martin et al., 1956). The 
section was taken through the middle phalanx, and the site of maximum injury by 
the tool was the proximal phalanx. Mr. Shucksmith who amputated the finger told 
me that there was no bleeding after division of the digital arteries at the site of the 
maximum injury and therefore complete obstruction of these can be assumed. 
Many investigations of vibration injury have been made by means of digital 
temperature recordings and reflex heating tests, but these are not very 
accurate measures of digital blood flow. Direct injury to the arteries with sub- 
sequent narrowing or obstruction seems a more probable cause. 

The so-called collagen diseases, probably better called diffuse systemic 
scleroses, consist of a number of syndromes, with a tendency to overlap each 
other. Thus scleroderma may be associated with joint changes simulating 
rheumatoid arthritis; rheumatic heart disease and polyarteritis nodosa not 
infrequently occur together. 

Scleroderma is a fairly clear-cut syndrome, consisting of sclerosis of the 
skin of the fingers, hands, forehead, ears, nose, neck, shoulders and upper 
part of the back and front of the chest. For a long time, or even indefinitely, 
skin changes may be limited to the fingers, and in about half the cases there 
is an associated Raynaud’s phenomenon due to organic obstruction of the 
digital arteries. In fact, the vascular changes may antedate skin thickening 
by a long time, five years or more, so that they may be the only evidence of 
the disease, and it is often only after a long period of observation of a 
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particular patient that the diagnosis of scleroderma becomes clear. ‘The 
disease may start at any age in either sex, but is more common in women 
between the ages of thirty and fifty. When Raynaud’s phenomenon is the 
first symptom, this gets worse rather rapidly, deterioration certainly being 
apparent over two winters, although sometimes more quickly. Trophic 
changes soon occur and calcinosis and bone absorption may be seen. Stiffness 
of the fingers is a common complaint, even before skin changes are seen. 
Later, and it may be some years after the onset of vascular changes, there 
may be thickening and loss of elasticity of the digital skin, and about the 
same time a stiffness of the skin of the forehead and around the mouth. 
Dysphagia may occur from sclerosis of the esophagus, but sclerosis is found 
more often on routine x-ray examination than as the result of dysphagia. 
The disease progresses in waves of activity and may at any time become 
stationary. 

It is curious that digital artery disease rarely progresses to massive 
gangrene, although we have seen this on a few occasions. In all patients 
with Raynaud’s phenomenon in association with scleroderma, arteriography 
shows evidence of digital artery narrowing or occlusion, and trophic changes 
soon occur. Whether there is a specific condition, Raynaud’s disease separate 
from scleroderma, appears doubtful. The vascular changes of scleroderma 
are almost always symmetrical, and symmetry is one of the characteristics 
of Raynaud’s disease, and in most descriptions of this condition eventual 
sclerosis of the digital skin is remarked as being frequent. Raynaud’s disease 
might be applied to those with severe and progressive vascular phenomenon 
in the digits without other skin changes, but the longer such patients are 
observed, the more develop these changes. 

In the other collagen diseases in which Raynaud’s phenomenon is seen, 
the associated disorders are more prominent and the phenomenon often of 
lesser importance. 

Various nervous diseases.—As regards the Raynaud’s phenomenon said to 
occur in paralytic nervous disorders, this is hardly a true description as the 
vascular changes are those associated with paralysis and disuse and are not 
intermittent. 

Obliterative arterial disease.—In atherosclerosis, Raynaud’s phenomenon 
is, in our experience, distinctly rare, as vascular occlusion is uncommon in 
the upper limb, and the smaller arteries are not affected by the disease. 
After occlusion of the main vessel of a limb, for example the subclavian, 
there is often narrowing of the more distal vessels as their blood flow is 
decreased, and from this cause a Raynaud’s phenomenon may sometimes 
develop in the digits. In thromboangiitis obliterans, when the digital arteries 
are often diseased, Raynaud’s phenomenon is common. In the very rare 
examples of cervical rib in which the phenomenon occurs it lasts a short 
time only as gangrene soon supervenes. It is due to emboli from the damaged 
subclavian artery lodging in the distal arteries. 
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In association with stasis in the small vessels.—In congenitally syphilitic 
infants, cold hemagglutination, polycythemia vera, and some general 
diseases associated with a high erythrocyte sedimentation rate, stasis from 
sludging of red cells within the vessels may occur and therefore a secondary 
Raynaud’s phenomenon may develop. 

In certain intoxications.—In ergot poisoning spasm of the digital arteries 
is followed by damage to the endothelium and arterial thrombosis. We have 
not encountered a patient with Raynaud’s phenomenon from heavy metal 
intoxication. 


DIAGNOSIS 

A Raynaud’s phenomenon which has been present for many years is almost 
certainly primary, and absence of trophic changes confirms this. Although 
primary Raynaud’s phenomenon usually starts in childhood, it may not do 
so and may be seen for the first time later in life, although usually in such 
patients there is a previous history of chilblains or acrocyanosis suggesting 
a tendency to undue reaction to cold. Trophic changes mean digital artery 
obstruction and are important evidence of occlusive disease. Symptoms of 
scleroderma—stiffness or thickening of the skin of the fingers or face, or 
dysphagia—may be present when the circulatory changes start, and indicate 
this disease, but as a rule arterial changes antedate these, often by some 
years. In a man, and rarely in a woman, arterial insufficiency elsewhere, 
or recurrent superficial phlebitis, would suggest thromboangiitis as the cause 
of the symptoms. 

The diagnosis between the late onset of a primary Raynaud’s phenomenon 
and the early onset of a Raynaud’s phenomenon secondary to scleroderma is 
often difficult or impossible without a digital arteriogram or without ob- 
servation of the patient for a year or more. In most patients with primary 
Raynaud’s phenomenon a digital pulse can be felt when the patient is really 
warm, but in those with secondary Raynaud’s phenomenon this is never so. 
Rheumatoid arthritis or rheumatic fever is sometimes responsible for the 
symptoms, or there may be a history of injury, frostbite or the use of 
vibrating tools. Cold hemagglutinins may be detected in the blood occasion- 
ally and would indicate the diagnosis. 


TREATMENT 
For minor degrees of primary Raynaud’s phenomenon all that is required 
is protection of the body and the hands from cold by suitable clothing, gloves 
or mittens. The peripheral vasodilators, tolazoline and nicotinyl! alcohol, are 
of some value but are often not well tolerated by the patient. Sometimes 
symptoms are a real handicap to work and enjoyment, and in these removal of 
one of the factors necessary for the production of the phenomenon—the 
sympathetic nerve—is a gratifying procedure, and the results are good. 
Although in some there is a relapse from return of sympathetic function, the 
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symptoms are almost never as severe as they were originally. Sympathetic 
function rarely seems to recover completely, although it may be considerable 
after five years, but in primary Raynaud’s phenomenon a level of sympathetic 
activity even slightly below the preoperative level is sufficient to give marked 
relief of symptoms. 

In secondary Raynaud’s phenomenon treatment depends upon the degree 
and future course of the digital arterial disease and the calculated effects of 
sympathectomy. After severe cold, or injury, whether by single or constantly 
repeated trauma, there is good reason to suppose that the vascular oblitera- 
tion will not progress. When the obstruction results from disease, such as 
scleroderma, it is probable that arterial obstruction will increase: how rapidly 
this may occur is unknown. It may advance only over many years. There is 
no really effective treatment of scleroderma, although in the active stages of 
the disease when the erythrocyte sedimentation rate is raised, and when 
there is a reversal of the albumin-globulin ratio of the blood, cortisone 
may be of some value, and often patients will claim that their digital symp- 
toms are better, although objectively this is not very apparent. In the earlier 
stages of digital artery obstruction sympathectomy is often a useful pro- 
cedure, but it should never be advised when arterial obstruction is so 
advanced that local cold applied to a digit will induce an attack when the 
body is warmed, or when the part is sympathectomized by local anzsthesia 
of the ulnar or median nerves. Many patients with early arterial disease 
have been materially benefited by cervical sympathectomy, but it must be 
admitted that a further wave of activity of disease may cause relapse, quite 
apart from that which occurs from sympathetic regeneration. 

When the nature of the Raynaud’s phenomenon in any particular patient 
is considered, when the progress of the disease, if any, is understood, and 
when the limitations of what can be expected by sympathectomy are 
appreciated, there remains a number of patients whose condition can be 
materially improved by this simple procedure. Similar considerations will 
avoid the somewhat random choice of patients who are advised to undergo 
this operation. Sympathectomy is certainiy the most effective treatment 
known in the properly selected patient. 
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ORAL TREATMENT OF 
PERNICIOUS ANAEMIA 


By F. S. MOONEY, M.D. 
Pathologist, St. Helen’s Hospital, St. Helen's, Lancashire 


In spite of the effectiveness of parenteral treatment of pernicious anzmia, 
the search for a reliable oral method, with its obvious advantages to both 
patient and doctor, has continued. It has been known for a long time that, 
in addition to crude liver, desiccated hog’s stomach was an effective method 
of oral therapy, and that it evoked a reticulocyte response similar to that 
obtained when liver was given (Sturgis and Isaacs, 1929; Wilkinson, 1930). 

More recently, occasional successes have been obtained in cases of per- 
nicious anzmia with oral cyanocobalamin (vitamin B,,.) (Ungley, 1950; 
Spies et al., 1953; Chalmers and Hall, 1954). Castle (1953), however, who 
believes that cyanocobalamin and the extrinsic factor are synonymous, has 
shown that absorption of this vitamin from the gut is greatly enhanced 
when it is given in combination with the intrinsic factor, as a gastric muco- 
protein preparation. He believes, in fact, that the chief function of the 
intrinsic factor is to aid absorption of the extrinsic factor, and successful 
remission in each of eight cases of pernicious anemia treated on these lines 
by hog’s stomach and cyanocobalamin has been reported by Spies et al. 
(1953). Satisfactory maintenance on similar treatment for six months has 
been reported in twenty other cases by Lowther et al. (1954), and in four 
by Sluglett (1954). Burns and Prior (1954) have obtained satisfactory 
responses in four previously untreated cases of pernicious anemia with 
one commercial preparation of intrinsic factor and cyanocobalamin (‘bifac- 
ton’), and Blackburn et al. (1955) a satisfactory response in four out of five 
cases treated with another (‘biopar ’). 


PRESENT INVESTIGATION 

An attempt has been made in this investigation to assess the long-term 
value of this form of therapy, by watching thirteen cases of pernicious 
anzmia for varying periods up to twenty-six months. All except one were 
newly diagnosed, previously untreated cases; the exception was an old 
case which had not received any treatment for four years. The diagnosis 
was confirmed in each case by full peripheral blood examination, histamine- 
alcohol test meal, and a sternal marrow examination. An M.R.C. grey- 
wedge photometer was used for the hemoglobin estimations (100 per cent. 

14.8 g./100 ml.). None of the patients complained of any neurological 
symptoms during the investigation. 

The oral preparation used throughout (‘bifacton’) contained 1.5 g. of 
hog pyloric mucosa extract, and 7.5 meg. of cyanocobalamin in each tablet. 
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Each patient received two tablets daily until the haemoglobin reached 100 

per cent., when the dosage was reduced to one tablet, as recommended by 

the manufacturers. . 
RESULTS 

An excellent hematological and clinical response occurred, and has been 

maintained in nine of the thirteen cases, for periods ranging from four to 














Initial count After 6 months | After 12 months Most recent count 

Case R.B.C.’s R.B.C.’s R.B.C.’s R.B.C.’s No 

No Sex Age millions | Hb | millions Hb | millions Hb millions Hb of 

per c.mm per c.mm per c.mm perc.mm , months 

_ ee RENEE, «eine li atin : - " 

2 F 33 1.38 32 | 5.30 104 | 5.40 110 | 5.55 115 25 

3 M 61 2.35 62 | 5.09 104 | 5.00 96 | 5.48 110 23 

4 F 61 2.41 44 5.16 104 | 5.11 96 5.09 100 22 

6 M 76 2.3 54 5.48 108"| 5.08 102 | 4.99 92 19 
RS See Lee aaa ; a sis 

7 M 45 2.5 54 5-41 112 | 5.47 114 | 5.49 114 13 

9 M 64 1.47 32 | 5.06 100 | 5.42 110 | 5.25 110 13 

10 F 59 2.45 63 | 5.43 114 | 5.05 104 | 5.05 104 12 

11 M 47 2.24 65 : — — -- 5.19 110 5 

12 M 50 1.64 44 — — — — 5.10 99 4 





TABLE 1.—Response in nine cases of pernicious anemia successfully treated with cyanoco- 
balamin and intrinsic factor. 


twenty-five months (table 1). A satisfactory reticulocytosis occurred about 
the end of the first week in each case, and the average daily increase in 
hzmoglobin in these cases during the first month was 1.1 per cent. Cases 9 
and 11 developed a mild associated iron-deficiency anemia during the first 
two months of treatment, but this responded well to the addition of one 
ferrous gluconate tablet B.P. (5 grains [0.3 g.]), thrice daily. 

Details of the four other cases are as follows: 

Case No. 1.—A man, aged 71 years, gave a history of loss of appetite for six weeks, 
weakness and exhaustion for some eight months. X-rays of the gastro-intestinal 
tract revealed ‘duodenitis’ but no ulcer. The marrow was megaloblastic and there 
was a histamine-fast achlorhydria. ‘Bifacton’ therapy was instituted; the initial 
response was excellent and the hemoglobin rose by 65 per cent. to 100 per cent. in 
seven weeks. About eight months after commencement of treatment, however, he 
developed a rodent ulcer of the right cheek. This was treated with a radon seed 
implant which remained in situ for nine months, and was then taken out. The 
blood picture, which had remained satisfactory for the first twelve months of oral 
therapy, then began to fall. The maintenance dosage was therefore increased, first 
to two tablets and finally to six tablets a day, but the steady deterioration persisted. 
Finally ‘bifacton’ therapy was abandoned at the 24th month, and replaced by 
parenteral cyanocobalamin in weekly doses of 100 mcg. This produced a striking 
response, and the blood picture returned to normal within two months. 
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Case No. 5.—A woman, aged 63, presented with increasing pallor and lassitude 
over a year, and the diagnosis of pernicious anemia was confirmed by marrow 
puncture and fractional test meal. The response to ‘bifacton’ therapy was satis- 
factory for three months, but then a steady deterioration occurred in spite of a 
maintenance dose of two tablets daily. After thirteen months the dosage was in- 
creased to six tablets a day; as a result the blood picture improved once again and 
after twenty months the hemoglobin was 98 per cent. 

Case No. 8.—A male, aged 66, had had a partial gastrectomy in 1943 for a lesser 
curve ulcer. The fractional test meal revealed moderate hyperchlorhydria. In 1947, 
on admission to hospital for hemorrhoidectomy, incidental investigations revealed 
a megaloblastic anaemia with histamine-fast achlorhydria, which was treated satis- 
factorily with parenteral liver. On readmission, in 1954, for surgical treatment 
of hammer toes, his hemoglobin had fallen to 40 per cent., and it was discovered 
that he had received no liver injections since 1950. Sternal marrow puncture and 
fractional test meal confirmed the previous diagnosis and it was noted that the 
marrow was ‘rather hypoplastic. Initial response to ‘bifacton’ therapy was good 
and the hemoglobin rose by 30 per cent. in the first month. From the second to 
fifth months, however, no significant increase of hemoglobin occurred. ‘Bifacton’ 
therapy was therefore stopped—or at least it was believed to have been stopped 
and parenteral liver, in weekly dosage of 4 ml., was given. The picture then improved 
slightly, but did not return to normal. Contact with him was lost at the tenth 
month. When he was next seen, at the 22nd month, his blood picture was still 
subnormal; i.e. red cell count 3.6 millions per c.mm., hemoglobin 75 per cent., 
colour index 1.08. It is interesting to record, that, owing to a misunderstanding, 
‘bifacton’ therapy had not been stopped at the fifth month, and that he had, in 
fact, been receiving two tablets daily in addition to parenteral liver, during this 
entire period. 

Case No. 13.—A woman, aged 59, presented with loss of weight, increasing tired- 
ness, dyspncea and ceedema of the ankles. The blood count on admission was: red 
blood cells 1.26 millions per c.mm., hemoglobin 37 per cent., colour index 1.4, 
white cell count 2,400 per c.mm. Gastro-intestinal investigations were negative, 
the marrow was megaloblastic, and a histamine-fast achlorhydria was present. 
‘Bifacton’ tablets, two daily, were given for 13 days, then six tablets daily for five 
days, but no improvement ensued, and no reticulocyte response developed. The 
tablets were checked and were found to be from the same bottle as those which had 
produced a response in case no. 12. A fat balance test was normal, as also were 
repeated examinations for occult blood in the faces. The treatment was therefore 
changed to parenteral cyanocobalamin, 100 mcg. daily for seven days, but still 
there was no response. Treatment was changed once more to proteolysed liver 
(‘hepatex oral’), 4 ounce (15 g.) thrice daily. This had the desired effect, and 
a slight reticulocyte response (maximum 8 per cent.), and a steady rise in hemo- 
globin and red cells followed. She was finally discharged 43 days after the start of 
treatment, with a hemoglobin of 88 per cent. 


DISCUSSION 
In nine of the thirteen cases the response to, and maintenance by, “bifacton’ 
therapy, in the recommended dosage, have been completely satisfactory. 
In a further case a satisfactory maintenance has been achieved on six 
tablets a day. Case No. 13 gave no response to oral ‘bifacton’ therapy or 
to parenteral cyanocobalamin, but responded satisfactorily to proteolysed 
liver by mouth. No completely satisfying explanation has been found for 
this failure, and it resembles in some ways that reported by Blackburn 
and his colleagues (1955). It would appear, however, that there is reason 
to believe that in some cases of pernicious anemia there is a grosser deficiency 
than merely that of intrinsic and the citrovorum factors. Davis and David- 
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son (1944) reported five cases of typical pernicious anemia which were 
refractory to all parenteral liver therapy, but which responded to oral 
proteolysed liver and it is difficult to escape their conclusion that ‘proteo- 
lysed liver contains some factor of hemopoietic value lacking, or present 
in inadequate quantities, in fractionated liver extracts’. 

Case No. 8 has made only a partial recovery on prolonged ‘bifacton’ and 
parenteral liver therapy, and once more it is difficult to offer a completely 
satisfying apologia. Possibly the long period without treatment has induced 
either a permanent hypoplasia, or a degree of refractoriness to therapy. 
Certainly the marrow appeared to be hypoplastic and, although this may 
have been merely a random sample, it has long been recognized that 
untreated pernicious anemia may terminate as hypoplastic or aplastic 
anemia (Fairley et al., 1928). He is now receiving proteolysed liver, in an 
attempt to supply as complete a hemopoietic principle as possible, but his 
blood picture after two months on this treatment remains essentially 
unchanged. 

Case No. 1 is, perhaps, the most interesting of this series, as it is the only 
one in which parenteral therapy has completely succeeded when the oral 
method failed. After successful oral maintenance for a year the blood 
picture steadily deteriorated and this was arrested only by changing to 
parenteral cyanocobalamin therapy. It is tempting to blame the failure 
on the presence of the radon implant, but whether it exerted any generalized 
systemic effect sufficient to cause a reduced absorption is a matter for 
conjecture. Blackburn et al. (1955) maintained on oral therapy 12 cases of 
pernicious anemia which had been previously treated with parenteral 
cyanocobalamin, and noted a significant fall in haemoglobin and red cell 
count over one year in every case. The fact that in the present series 
only case No. 1 behaved similarly, may be due to the difference in quantity 
of cyanocobalamin and intrinsic factor in the preparations used in the two 
series. ‘Biopar’ tablets, used by Blackburn, contain 6 meg. of cyanocobalamin 
and 30 mg. of intrinsic factor, as against 7.5 mcg. and 1500 mg. respec- 
tively, in ‘bifacton’ tablets. It would appear, then, that considerable quantities 
of intrinsic factor preparation are required to bring about absorption of 
relatively small quantities of cyanocobalamin, but the precise amount 
appears to be indeterminable at present, as the exact chemical composition 
and degree of purity of various preparations are unknown. 

In conclusion, the relative cost of oral and parenteral therapy must be 
considered. Maintenance on one tablet of ‘bifacton’ daily costs 1s. gd. a 
week, whereas 100 mcg. of parenteral cyanocobalamin costs less than 6d. 
In addition, however, it must be realized that oral therapy makes no demands 
whatsoever on the time of either doctor or nurse, and this in itself may 
easily make the oral method the more economical in many instances, 
particularly in country districts. Furthermore, the risks attendant upon all 
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injections are eliminated, as are the chances of urticarial or any other 
manifestations of sensitivity. 

The results, too, appear to be sufficiently encouraging to warrant further 
and more extensive trials, for there can be little doubt that the ultimate aim 
in all deficiency diseases is to discover a reliable and consistent substitute 


which can be given by mouth. 


SUMMARY 
Twelve previously untreated cases of pernicious anemia and one in 
relapse have been treated with an oral preparation of cyanocobalamin 
and intrinsic factor (‘bifacton’). Eleven gave a good initial response, and 
ten of these have been maintained on this form of therapy for periods up 
to 25 months. The eleventh relapsed after a year, and subsequently 
responded to parenteral cyanocobalamin. 

One of the two remaining cases failed completely to respond either to the 
oral preparation or to parenteral cyanocobalamin, but responded to proteo- 
lysed liver by mouth. The other has made only an incomplete recovery 
after prolonged treatment with both the oral preparation and parenteral 
liver. No case developed features of neurological involvement during the 
investigation. 

It is concluded that the outlook for oral therapy for pernicious anaemia 


is encouraging. 
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One of the problems with which a general practitioner is not infrequently 
faced is that of the indications for referring a patient for psychiatric help. 
In this article I propose to consider the question from a somewhat wider 
angle, with a view to deciding upon some underlying principles which might 
provide a guide. 
THE SENSITIVES 

It is now well established that between 30 and 40 per cent. of the general 
population are in some way different from the majority. It is difficult to 
assess exactly in what this difference consists but those who have had 
experience of handling them are well aware that the difference is a funda- 
mental one and that it is not only psychological but also physiological. 
These people are characterized by what one might term an increased 
sensitiveness, both of the mind and of the body, and are therefore more 
vulnerable to ‘the slings and arrows of outrageous fortune’ than those whom 
we might perhaps describe as the tough and who constitute some 60 per 
cent. of the population. The sensitive or tender, as they have sometimes 
been called, undoubtedly find life more difficult from the emotional point 
of view because they are more aware of, and more responsive to, the impact 
of the personalities of those around them and also because they are more 
aware of themselves. They are the thinking, feeling type and often are 
disturbed by conflicts within their own personalities. 

On the physical side their physiological make-up appears to be more 
labile, more easily disturbed in function by environmental factors, and in 
closer rapport with their emotional condition. Thus any kind of psycho- 
logical upset has marked repercussions on the functioning of their bodies, 
giving rise to those disturbances which are now termed psychosomatic. 
They also have an exaggerated reactivity to such external nociceptive 
stimuli as toxins, climatic conditions, fatigue and the many material stresses 
that are unavoidable in the lives of most people. They often react abnormally 
to drugs of various kinds and are often allergic. An exaggerated response to 
emotional disturbances via the autonomic nervous and biochemical systems 
often results in the production of some form of spasm and many of the 
dysfunctions which occur so commonly, and especially in this kind of 
person, can be attributed to this type of reaction. 

As we all know, the particular organ or organs which are affected remain 
surprisingly constant for the individual. Adler’s doctrine of organ inferiority 
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is well illustrated by this. The tissues most commonly involved are the 
digestive tract, the vasomotor system—which probably accounts to a large 
extent for migraine and many other of the frequently encountered sensations 
attributed to the head—and the skin. What have been termed fibrositic 
manifestations are also extremely common, especially related to the scalp, 
the cervical region and shoulder girdle and to a lesser extent to the sacro-iliac 
region. In women gynzcological disturbances are also common, notably 
premenstrual tension, which has recently come into such prominence and 
which includes in its symptom complex marked psychological and physio- 
logical dysfunction, and also an exaggeration of menopausal disturbances 
both of the psyche and the soma. 

The 30 to 40 per cent. of the sensitives vary widely in their capacity for 
making a satisfactory adjustment to life, both from the physical and psycho- 
logical points of view. It might be helpful to think of them in terms of the 
spectrum band, ranging as a continuum from the light to the dark. ‘Those 
corresponding to the light range of the band are often people of outstanding 
capacity and quality. It is probable that most of the creative work of the 
world in every sphere has been carried out by sensitives who are at the 
same time of a harmoniously balanced and well-integrated personality, so 
that their capacity for adjustment outweighs their increased vulnerability. 
The tough are excellent followers and form the stable background of a 
community but the tender are the leaders, the inspired ones, the pioneers 
who carry the torch of progress from age to age and these include many 
doctors. It has truly been said that ‘great men are torches who consume 
themselves to light the world’, and the biographies of nearly all great men 
suggest strongly that they belong to the type which I have described as the 
sensitive. 

THE PERFECTIONISTS 

In the middle ranges of the spectrum band are those who are carrying the 
greater part of the responsible jobs in the community. These people are 
characterized by what in Freudian terms would be called a highly developed 
super-ego, with a very high ego ideal. ‘They are perfectionists in their outlook 
and demand an extremely high standard from themselves in everything 
that they do. They also demand a high standard from others and are often 
critical and extremely choosy in regard to their relationships with others. 
They are very conscientious and tend to drive themselves and those associ- 
ated with them to the point of exhaustion. They have a strong sense of 
responsibility and an even stronger sense of guilt if they fall below their own 
high standards. People of this kind, if they can balance these tendencies 
adequately, are the salt of the earth, but as we approach the dark side of the 
band we see that they are hampered and inhibited by what the French so 
well call the faults of their qualities. 

These people are essentially what is termed anxiety-prone: they describe 
themselves as worriers and their outlook tends to be characterized by tension 
and apprehension. They are the kind of people who are inclined to fear 
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more than to hope and who can never enjoy the good of today because they 
are always fearing the bad of tomorrow. Indeed, they often become both 
frightened and guilty if they find themselves feeling happy. They appear 
to feel that there are jealous gods who are waiting to catch them out, or, 
as the Americans so vividly say, slap them down. This state of mind is 
well described by the phrase: ‘Let him that thinketh he standeth take heed 
lest he fall’. The transition from this to a state of more or less severe in- 
hibition is obviously but a short one. This is associated with fear of attempt- 
ing anything in case of failure; with dread of mixing with others for fear of 
criticism or appearing a fool or humiliating oneself in some way. This 
naturally leads to an attitude of suspicion and touchiness and resentment. 
These people realize that they have capacities but that they are unable 
to live up to them and this gives them a strong feeling of inferiority. ‘Thus 
the so-called inferiority complex is really based on a belief in one’s own 
superiority associated with the incapacity to live up to it. 

This type of person always tends to suffer from psychosomatic mani- 
festations of anxiety and tension and what Selye has termed ‘stress diseases’. 
They often come to a doctor complaining of exhaustion whose typical 
features are that it is worse in the morning than at night and therefore is 
quite different from the normal type of fatigue; the exhaustion being due 
to the fear of having to face the stresses of another day. In extreme cases 
the patient is utterly unable to carry out any activity or to make decisions 
of any kind. Another common manifestation is attacks of panic. Usually 
these occur when the patients are in a situation when they feel unsure of 
themselves, such as travelling on a bus or even walking out alone. The 
bodily sensations are paramount in these cases and are described as fear 
of collapsing, of losing control and of making an exhibition of oneself. 

Such people also usually dread having an anesthetic, especially an in- 
halant, as they are terrified of losing their control and fear that they may do 
or say something which would expose them to contempt or ridicule. They 
usually accept an operation itself with surprising equanimity. Their reaction 
to pain, however, is usually more severe than that of the ‘tough’. ‘They are 
often overwhelmed by what is termed the emotional component of pain and 
therefore need much more sedation. They are often bad sleepers because 
of their tension and for this reason sedatives are usually necessary—these 
are not an adequate treatment in themselves as a rule but need to be 
associated with psychiatric help to deal with the cause. 


THE INADEQUATE PERSONALITY 
On the extreme dark side of the spectrum band are those of essentially 
inadequate personality: the leaners who always need to be carried by a 
stronger character and who can never face up to life with any degree of 
responsibility or independence. 
DIAGNOSIS 
It is from this 30 to 40 per cent. of sensitives that nearly all cases suitable 
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for psychiatric referral are likely to be drawn; it is therefore important that 
general practitioners should learn to look for and recognize the sensitives 
in their practice. This will immediately put them on the track of the type 
of patient who is a potential psychiatric problem and will also give them 
some help in handling them from the start. It is of vital importance to begin 
right with people of this temperament. They have strong likes and dislikes 
and by their very nature are extremely sensitive to the impact of another 
personality on their own. Many of them fear that the doctor will despise 
them or believe that they are malingering: in other words think that they 
are either fools or knaves. They have already received so much of this kind 
of treatment from their friends and relatives that they are naturally suspicious. 

The tough usually find themselves completely out of their depth with the 
tender and, as we all know, nothing makes us more hostile than the feeling 
that we are at a disadvantage. The somewhat inadequate personality arouses 
all the worst passions of the more adequate. I am afraid that this is also 
true of us as doctors. If a patient comes into the surgery and says brightly 
‘I am much better, doctor, your medicine helped me wonderfully’ we 
immediately have a feeling of warmth and friendliness towards that patient. 
If, on the other hand, he or she comes into the surgery looking limp and 
mournful and says in a weak, complaining voice, ‘I’m no better, doctor, 
and that medicine you gave me didn’t suit me at all’, our first reaction is 
almost invariably one of hostility and resentment rather than, as it should 
be, of sympathy and compassion. Even psychiatrists, who ought to know 
better, sometimes succumb to this sadistic reaction; the reason being of 
course that it makes us feel inadequate and incompetent and, as we are 
accustomed to being regarded as rather godlike creatures, we find the 
contrast very painful. 

Curiously enough the psychoses do not seem to follow so closely the line 
of cleavage between the tough and the tender. In his inspired book, ‘The 
Psychology of Insanity’, Bernard Hart said that one could observe every 
form of psychosis in embryo at an average tea party. Whether this be true 
or not, it certainly does seem to be a fact that a proportion of the tough are 
prone to psychosis. This is a matter which has not been by any means 
fully investigated. It is an extremely interesting subject for further research 
and one that should commend itself to general practitioners, for it is they 
who see all cases in their early stages and who should therefore be specially 
skilled in assessing different personality types. 

A child should always be regarded as a potential psychiatric problem if 
he shows signs of exaggerated sensitiveness to any aspect of his environment 
from birth onwards, and the general practitioner should be on the watch 
for any disturbance in the emotional relationships between the parents 
themselves and the parents and the child or his brothers and sisters. In the 
baby, impaired digestion, poor sleep, failure to gain weight, peevishness and 
retarded progress may all be psychiatric danger signals and need investigating 
from this approach as much as physically. In the case of the toddler and 
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young child, behaviour disorders may be associated with physical reactions 
to emotional stress or may be the only evidence of disturbance. In the case 
of the school child a poor work record—especially in reading and arithmetic, 
or if the child fails to progress or goes back—is a definite indication for 
psychiatric investigation, since there may be mental subnormality or 
emotional disturbance. 

Above all, the adolescent needs to be watched for psychological dis- 
turbances. These are so commonly associated with the physiological changes 
of pre-puberty and puberty, and are often the breeding ground of a lifelong 
neurotic attitude which results in failure to mature emotionally and some- 
times physically as well. Adolescents above all others need early referral for 
psychiatric help since they are often at loggerheads with their parents and 
have no-one to whom they can go for help or understanding. 


WHAT THE PRACTITIONER CAN DO 

In every case and at all ages both the psychological and the physical aspects 
should be considered together from the start and not first one and then the 
other or one aspect to the exclusion of the other as is now only too often 
the procedure. An organic condition or alternatively a psychiatric con- 
dition can easily be missed unless due weight is given to both aspects in 
assessing every case. It is extremely important for the general practitioner 
to beware of forming a preconceived idea in relation to the sensitive patient: 
that is to say, to assume that because the patient is hypersensitive he is 
exaggerating his symptoms or even is imagining them. 

Another danger is that of assuming, because our present knowledge does 
not enable us to arrive at a diagnosis, that there is nothing wrong with the 
patient physically, or alternatively to believe that a person who is feeling ill, 
if there is no known physical basis for it, has nothing wrong with him. 
Surely a person who is so psychologically disturbed that he feels ill in the 
absence of any physical cause is in the greatest need of psychiatric help. 

In the case of the sensitives it is quite certain that the need for psychiatric 
referral will be greatly reduced if the general practitioner realizes from the 
start the kind of persons he is dealing with and takes the trouble to establish 
the right kind of personal relationships with them at the first interview. 
The better type of sensitive are people of more than ordinary courage, as 
indeed they need to be to cope with their temperaments adequately, and 
it is surprising how greatly they can benefit from a very little psychological 
help if it comes from a person in whom they have confidence. All psy- 
chiatrists have had patients for whom a single interview has sufficed to 
change their whole attitude to life and this applies both to children and 
adults. I am constantly astonished by the understanding that my patients 
have of their doctors and how accurately they assess the amount of help they 
can get from them. They know instantly whether they can rely upon a 
doctor to understand them’ and to treat them with consideration. This not 
only helps the patient enormously, but also helps the doctor as he will not 
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be likely to be called up at midnight because the patient is in a state of 
panic and, it may well be also, resentment. Whereas if he has failed to obtain 
the patient’s trust and affection, it is highly probable that he will find that 
patient constantly on his doorstep or be called out in the depths of a winter’s 
night to deal with an emotional crisis. 

‘The amount of psychiatric help that a doctor can give a patient depends 
primarily upon the doctor’s own attitude to the patient as a person. If he 
likes the patient and feels interested in him he can probably deal with any 
budding neurosis himself. Unfortunately, this involves time, because in 
order to help anyone with personality difficulties it is essential to listen, and 
with a surgery full of waiting patients at the beginning or end of a long day 
few practitioners find it possible to give the patient the time or the tranquil 
atmosphere necessary to enable him to exteriorize his problems by talking 
them out. There is no question that the most valuable form of psycho- 
therapy is expert listening and this should form the basis of all treatment. 


NEED FOR EARLY REFERRAL 

If the doctor himself is not able to help the patient psychiatrically it is a 
cardinal axiom that it is better to refer the patient too early than too late. 
A psychiatrist seldom has the opportunity to preside at the birth of a 
neurosis but a general practitioner often does. The tragedy both for him 
and the patient is that so often he fails to recognize it. An infant neurosis has 
usually been long gestating and is therefore apt to spring forth fully 
armed like Minerva from the head of Jove and develop into monstrous life 
within hours or days of its birth. 


I recently saw a young married woman with two small children who was regarded 
at the maternity and child welfare clinic which referred her as an extremely cheerful, 
well-balanced girl, happily married and an excellent mother. One day she had gas 
at the dentist’s. She came to the clinic next morning in a state of extreme distress. 
When coming round from the gas she had had a terrible dream which seemed more 
than a dream. She felt that God had appeared to her wearing a white coat and that 
he had said to her, ‘You are very wicked to think that black and white people should 
not intermarry. The black are as good as the white and you should accept their 
children just as you accept white children’. The superficial background of this 
dream was that she had seen a white girl with a black baby at the clinic the previous 
week. She had instinctively been revolted and hostile to the baby and this had 
distressed her because she felt that she was being unkind since the child was the 
innocent victim of circumstances. This dream set up a severe anxiety state associated 
with a condition of terror so irrational that it seemed to have a psychotic element. 
Indeed it is not uncommon to find both a psychotic and a neurotic element present. 

The clinic doctor, realizing that this was a serious state of affairs, referred the 
patient as an emergency and she was seen within a week by a psychiatrist. Although 
the condition was of such recent origin it was already deeply established. On 
investigation it transpired that there had been a long-standing emotional disturbance 
present associated with the hostility of her mother-in-law and her jealousy toward 
the patient whose own parents were dead. Moreover, in the previous week the 
patient’s sister had tried to commit suicide by taking an overdose of sleeping tablets. 

Fortunately the patient proved responsive to treatment which was instituted 
immediately and she is now well on the way to recovery, at least in so far as the 
neurotic element is concerned. There is still, however, a psychotic substrate which it 
may be impossible to eradicate but in regard to which she is beginning to have some 
insight. It is quite certain that if this case had been allowed to go on for even two 
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or three weeks the condition would have become extremely severe and might have 
proved resistive to any form of therapy or at least have required prolonged treatment 
and might have involved her having to go to a hospital. This would have been a 
major tragedy for her small children and her husband as well as for herself. 


PSYCHOSIS OR NEUROSIS? 

A question that general practitioners often ask is how can you tell a psychosis 
from a neurosis. This is not at all easy to answer in a number of cases, 
especially in adolescence when hysterical symptoms often mask an under- 
lying schizophrenia or when in older patients psychosomatic symptoms are 
associated, as they not infrequently are at the menopause, with the delusions 
characteristic of paraphrenia. Another difficult diagnosis in some cases is as 
to whether a depression is of the true endogenous type, that is to say, is 
basically physiological, in which case, of course, electroconvulsive treatment 
is the essential therapy and should be started at once, or whether it is a 
reactive depression which is predominantly psychogenic and precipitated 
by environmental disturbances, such as the loss of a child, or some financial 
disaster, in which case psycho-therapeutic treatment is indicated. 

The post-puerperal depressions are particularly important because they 
are serious and not infrequently lead either to suicide or to the young mother 
trying to injure the baby. These are essentially endogenous and in many 
cases respond to electroconvulsive therapy, but patients nearly always 
require to be placed in hospital care for their own protection and that of the 
baby. If treated early the prognosis is good but relapses are common if the 
patient returns home to face her responsibilities too soon. 

In many cases one has to be guided by that sixth sense which the ex- 
perienced doctor acquires: it is a kind of flair. As a chief of mine used to say, 
‘I can’t tell you why but I feel it in my bones’. Perhaps the most helpful 
difference is that in dealing with a neurosis, even though the patients do not 
cooperate, the doctor is conscious of the fact that he is in mental contact 
with them. Often they will say: ‘I realize that what you are saying is true 
but that doesn’t seem to alter my feelings about it’. When, however, one is 
dealing with a true psychosis there is no feeling of mental contact, the patient 
has little or no insight and seems to be in a kind of vacuum that neither he 
nor the doctor can penetrate. It is impossible to establish true rapport. 

Nothing is more dramatic than the change which will occur in the case 
of an endogenous depression which suddenly lifts. 

I well remember the case of a woman whom I first saw when she was deeply 
depressed, with the usual ideas of unworthiness and a completely hopeless outlook. 
As is usual in these cases her body as well as her mind was affected. She had lost 
weight and was thin and haggard, her eyes were dull and her skin and hair lifeless. 
She looked 50 and was 38. After six electroconvulsive treatments I hardly recog- 
nized her when she came into my consulting room. She looked a completely different 
person, young and fresh and happy and when I gazed at her in astonishment she 
laughed and said: ‘Yes, this is the real me, doctor, not that awful old hag who 
came to you six weeks ago’. For the first time I really felt that I was in human contact 
with her; at her previous visits she had been utterly remote. 


This feeling of remoteness is, of Course, especially evident in patients with a 
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schizophrenic tendency and in many cases is the one factor which makes us 
recognize the diagnosis. 
THE FEAR OF PSYCHIATRY 

General practitioners say that they often encounter a fear of psychiatry or 
an attitude of hostility towards it in their patients. Some state that as many 
as 75 per cent. of their patients are horrified at the idea of being referred to a 
psychiatric clinic. The reasons for this are obvious. First of all psychiatry 
in the past has very largely been limited to dealing with established mental 
illness and in the minds of the public this is still the case. Therefore any 
suggestion that a patient needs to see a psychiatrist is tantamount in their 
minds, and that of their relatives and friends, to saying that they are out of 
their minds or likely to become insane. There is also a general belief that 
psychiatric treatment involves a prolonged and exhaustive type of psycho- 
analysis in which all the patient’s most undesirable and indeed wicked and 
horrible feelings will be exposed, both to the patient and to the doctor. It 
seldom seems to occur to patients that all their good and pleasant qualities 
will also come to light. They appear to believe that fundamentally they are a 
morass of evil, which is a most unfortunate and untrue conception of human 
nature. This undoubtedly has developed as a result of a misunderstanding of 
the Freudian theories in relation to man’s sexual nature, and an idea which 
has once penetrated the public mind dies very hard. 

A third reason is that psychiatrists themselves are still very far from 
having a clear concept of either the psychopathology or the methods of 
treatment of either neurotic or psychotic conditions. ‘The whole subject is 
still in its infancy. Unfortunately also not every psychiatrist is able to make 
a good personal contact with every patient. Psychotherapeutic misfits do a 
great deal of damage to the cause of psychiatry. A patient is much more 
damaged by a failure to establish a satisfactory relationship with a psychiatrist 
than with a doctor who treats him predominantly for physical disorders. 

Fourthly, I am afraid that one cannot entirely exclude some general 
practitioners from blame since they themselves are not infrequently both 
afraid of, and hostile to, psychiatry. Maybe they have had patients who 
were unsuccessfully dealt with, either because the condition was too grave 
to respond to treatment or because the psychiatrist and the patient were not 
suited to each other, and therefore they assume that psychiatry is of no 
value. Or it may be that in some cases they themselves have an unconscious 
fear of some instability in their own mental or emotional make-up and are 
identifying themselves with the patient. In spite of all these difficulties, 
however, many of which time and experience will undoubtedly overcome, 
psychiatry is obviously doing a great service to the community in child 
guidance clinics, in adult outpatient clinics and in mental hospitals. ‘The 
proof is that there is an ever greater demand for the facilities for psycho- 
therapeutic treatment. This demand is largely coming from the public 
themselves who are developing a much greater understanding of the im- 
portance of human relationships and the need for developing mentally 
healthy human beings from the start of life. 
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ERYTHROMYCIN IN ACUTE RESPIRATORY 
INFECTIONS 
A GENERAL PRACTICE STUDY 


By D. ROSTEN, M.R.C.S., L.R.C.P. 


and G. MELOTTE, M.B., B.S. 
Hanworth, Middlesex 


ERYTHROMYCIN, an antibiotic obtained from Streptomyces erythreus, is most 
active against gram-positive organisms, including most of those causing 
respiratory infection. It is normally administered by mouth in the form of 
coated tablets, each containing 100 or 200 mg., and satisfactory concentra- 
tions are achieved in the bloodstream by this means. Side-effects so far 
reported consist of minor gastro-intestinal disturbances only, with none of 
the fulminant diarrhoeas and blood dyscrasias which occasionally follow the 
use of the wide-spectrum antibiotics. 


CASE HISTORIES 

(1) R.C.B., a male aged 55, had a history of two days’ pyrexia, accompanied by 
blood-stained sputum and pain in the right side of the chest. On examination the 
temperature was 100.4° F. (38° C.), the pulse rate 108 per minute, and the 
respiratory rate 24 per minute. The patient looked toxic and was moderately 
cyanosed. There were signs of consolidation at the base of the right lung. 
He was put on erythromycin, 500 mg. every six hours. Within forty-eight 
hours he was much improved and free from cyanosis, and the temperature, pulse 
and respiratory rates were within normal limits. 

On the sixth day of his illness there was a recurrence of pyrexia and a pleural 
rub was heard at the right base. A small effusion developed the following day. 
Resolution occurred swiftly and he returned to work one month after the onset. 

A total of 14 g. of erythromycin was given over nine days. 


(2) F.S., a male aged 50, gave a history of malaise, pain in the right side of the chest 
and scanty grey sputum, of one day’s duration. On examination the temperature 
was 103° F. (39.4° C.), the pulse rate was 112 per minute, and the respiratory rate 
was 30 per minute. The patient was orthopneic but there was no cyanosis. 
Fine crepitations were present at the right base and signs of consolidation 
appeared the following day. He was given erythromycin, 400 mg. every six hours. 
On the third day of treatment he was eating satisfactorily, the cough was loose, 
and temperature, pulse and respiratory rates had returned to within normal 
limits. There was no recurrence of pyrexia and the pulse and respiratory rates 
remained normal. Resolution, clinical and radiological, was rapid. 

A total of 6.4 g. of erythromycin was given over five days. 


(3) G.P., a male aged 45, had bronchiectasis and nine months before had had an 
attack of pneumonia which had been treated with parenteral penicillin but had 
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been slow to resolve. On this occasion he gave a history of fever, malaise and 
pain in the left side of the chest for two days. On examination the temperature 
was 100.2° F. (37.9° C.), the pulse rate was 112 per minute, and there were 
signs of consolidation at the left base. He was given erythromycin, 400 mg. 
every six hours. On the second day of treatment the temperature and pulse rate 
had returned to normal. The patient’s general condition improved rapidly, with 
resolution of the lung signs. 
A total of 6.4 g. of erythromycin was given over five days. 


(4) R.L.B., a male aged 45, gave a history of fever and cough for three days. For the 
previous twenty-four hours he had been coughing all the time, with pain in the 
left side of the chest, and had been unable to sleep. On examination, the tempera- 
ture was 100° F. (37.8° C.), the pulse rate was 90 per minute and the respiratory 
rate was 36 per minute. The patient was orthopnaic and cyanosed, and there 
were fine crepitations and marked bronchophony in both mid-zones posteriorly. 
He was given erythromycin, 400 mg. every six hours. Typical consolidation of 
the left mid and lower zones developed on the following day. On the third day 
of treatment there was no cyanosis. The general condition was much improved 
and the patient was breathing easily. The temperature was 99° F. (37.3° C.), 
the pulse rate 72 per minute and the respiratory rate 28 per minute. X-rays 
confirmed the extent of the consolidation. 

Clinical resolution was delayed and some fourteen days after the start of 
treatment pyrexia recurred with an irritant cough. Two days later a copious 
green sputum was produced which on culture grew pneumococci, H. influenzae 
and non-hemolytic streptococci. X-rays revealed an abscess cavity communi- 
cating with a bronchus. Bronchoscopy in hospital has since shown this to be an 
empyema cavity. 

A total of 8.4 g. of erythromycin was given over six days. 

(5) J.V.H., a male aged 22, gave a history of pain in the right lower chest, irritant 
cough and frothy phlegm for one day. On examination the temperature was 
103.8° F. (40° C.), the pulse rate 114 per minute and the respiratory rate 24 per 
minute. The patient was cyanosed and orthopneric, and there were crepitations 
at the base of the right lung anteriorly. He was given erythromycin, 400 mg. 
every six hours. The following day a small patch of consolidation developed. 
On the second day of treatment temperature, pulse rate and respiratory rate had 
returned to normal and no further rise occurred. Resolution was rapid. 

A total of 8.4 g. of erythromycin was given over six days. 

In addition to these five cases of bacterial pneumonia, which were treated 
under x-ray, though not under sputum, control, five cases of acute bron- 
chitis were treated. In all these the temperature subsided and the sputum 
altered from purulent to mucoid within three days. Erythromycin, 200 mg. 
six-hourly, was found to be an adequate adult dosage. No side-effects 
attributable to the drug were observed. 


DISCUSSION 
Whilst penicillin remains the drug of choice in most respiratory infections, 
it has the disadvantage, where general practice is concerned, of requiring 
frequent injection for maximal effect. Its extensive use has also led to the 
appearance of individuals who are sensitive to it, and there can be few 
practices without some, at least, of these on the books. The tetracyclines are 
attended by the danger of severe side-effects. Erythromycin appears to us to 
be comparable in effect to ¢rystalline penicillin given three-hourly and 
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superior to’it when given twice daily in a longer-acting suspension It shares 
with penicillin the inability to control an E. coli pneumonia and in the 
absence of opportunity for sputum culture at the outset requires a careful 
clinical watch in the initial forty-eight hours to be certain that a response is 
occurring. Erythromycin is still an expensive preparation, though the price 
is falling, and it therefore seems advisable, for this reason as well as on 
account of the risk of drug resistance, to restrict its use to the more severe 
conditions in which a rapid response is needed or to those cases which are 
penicillin sensitive or resistant. 


SUMMARY 
Ten cases of acute respiratory infection treated with erythromycin are 
described. 

The rapidity of response was comparable to that obtained with three- 
hourly penicillin. 

No side-effects were observed from the drug. 

It is considered that, as compared with penicillin and the tetracyclines, 
erythromycin presents certain advantages for use in general practice in the 
treatment of the more acute type of respiratory infection. 

The erythromycin used in this trial was in the form of ‘ilotycin’ tablets supplied 
by Eli Lilly & Co. Ltd., to whom we are indebted for this assistance. 


YOU NEVER CAN TELL 
THE PROBLEM OF THE CHILDLESS MARRIAGE 


By A. E. MOORE, M.R.C.S., L.R.C.P. 
Histon, Cambridgeshire 


In matters of prognosis doctors rarely care to commit themselves. Nature 
is too full of surprises to give us any confidence in predicting the outcome 
of the simplest disease. Yet sometimes scientific investigations do give us 
some degree of assurance in pronouncing a verdict in certain given cases. 
It is therefore disconcerting to find that even then our predictions are 
wrong The following is such an example. 


THE CASE HISTORY 

Mr. and Mrs. ‘Smith’ were married in April 1952. Mr. Smith was 24 

and Mrs. Smith 21. During the first year of their married life contraceptives 
were used and thereafter discarded as they desired a child. 

In January 1954, Mrs. Smith consulted me as to why she had not become 

pregnant. I therefore arranged for her to see a gynaecologist and for Mr. 

Smith to undergo a fertility test. The report of the gynaecologist was that 
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she could find no physical abnormality and was arranging for an insufflation 
of the Fallopian tubes. This examination showed that the tubes were not 
patent at a pressure of 200 mm. of mercury, even after administration of 
amyl nitrite. 

In the meantime Mr. Smith’s report was as follows:- 

Volume of specimen :—5 ml. 

No spermatozoa found in two counting chambers. 

Microscopy:—An occasional spermatozoon found after long search, but no 
motile forms seen. 

I therefore started giving him methyltestosterone, 10 mg., three times 
a day. 

Mrs. Smith consulted me again in June 1954; this time as to the advis- 
ability of adopting a child. One could only suggest that the possibility of 
pregnancy was very remote indeed and it might well be wise to consider 
the matter. 

To make assurance doubly sure Mr. Smith underwent a further fertility 
test in August 1954. The result was as follows: 

Volume of specimen :—5 ml. 

Spermatozoa :—Less than 500 per ml. 

Microscopy :—A very few motile spermatozoa seen during long search. 

Reluctant to take the serious step of adopting a child if there was even 
a remote prospect of pregnancy, in the following year Mrs. Smith asked 
for further tests, and a salpingogram was arranged for April 1, 1955. The 
report of the gynzcologist was as follows:- 

“This patient had a salpingogram performed and the radiologist was of opinion 
that some of the opaque material had passed through the left tube although, from 
the appearance of the film, I am not absolutely convinced of this. Mr. Smith has 
had the fertility test repeated and this is slightly better, showing 100,000 spermatozoa 
per ml.’. 

The opinion of the gynzcologist and of myself was that, with such 
extremely poor results, the likelihood of pregnancy was practically nil. 

On July 5, 1955, Mrs. Smith came tome suggesting that she was pregnant. 
I examined her and found an enlarged uterus corresponding to a two- 
months’ pregnancy. This was confirmed by the gynecologist who put the 
pregnancy at about ten weeks. On January 5, 1956, Mrs. Smith produced 
a boy weighing 5 lb. 12 ounces (2.6 kg.). 


CONCLUSION 
It appeared that conception took place soon after the salpingogram, 
which quite possibly opened one tube. I can fervently echo the comment of 
the gynzcologist that ‘this is very satisfactory.in view of the very poor 
results of the investigations carried out. In fact, it is most interesting, and 
we shall be able to give a more confidently hopeful prognosis to similar 
patients in the future’. 








THE SERIOUS SWEDE 
P. H. LING AND HIS INFLUENCE ON BRITISH GYMNASTICS 


By W. H. G. ARMYTAGE, M.A. 
Professor of Education, University of Sheffield 


‘In the street I meet thousands of fops, I see them dance with pointed toe upon 
the cobbles. They strut, they laugh, they bow, they nod, they greet one another, 
they converse and perform all the motions of the profession of fools. If a sensible 
thinker ever shows himself out of doors, he walks silent and un-powdered past the 
fickle crowd, keeping between the gutter and the walls, recognised by none and 
recognising none. 
So, in 1797, 
twenty - one-year - 
old Per Henrik 
Ling, then a tu- 
berculous accoun- 
tant’s clerk, wrote 
to his stepfather in 
Vaxjo. He was a 
friendless boy: his 
father had died 
when he was four 
and his mother 
when he was 
twelve. He had 
been expelled from 
school at the age 
of sixteen for 
throwing a log of 
wood through the 
headmaster’s win- : 3 
dow one Sunday Per Henrik Ling (1776-1839) 
morning. To his 
clerical pittance he added further sums by giving lessons in foreign languages ; 
and to his meagre attainments he was to add an examination in theology. 





EARLY DAYS 

Like most imaginative Swedes of the day he was an enthusiast for the old 
Gothic days and sighed for the revival of their manly deeds. It was the 
climate of his times: for five years sporting competitions had been held in 
Falun and, in 1794, Fischerstrom had made a famous speech in the Academy 
of Sciences on rousing the people through physical exercises. 

In July 1799, at the age of twenty-three, Ling went to Copenhagen, 
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because a gymnastic association had been formed there. Copenhagen was the 
Athens of the Baltic where he could talk with poets and philosophers. He 
attended lectures at the University, wrote verse and plays, and thought. 
When the British attacked Copenhagen in 1801, he volunteered to join a 
company. He visited the gymnastic institute that Nachtegall had founded 
in 1799: the first of its kind in Europe, where he learned the latest German 
gymnastics. He patronized a fencing hall run by two French emigrés, de 
Montrichard and Beurnier, where, it is said, a rheumatic affliction in one of 
his arms was cured by his fencing lessons. In September 1804, he returned 
to Sweden, where he supplicated the University of Lund to be recognized 
as a language teacher. 

Here fortune favoured him. The fencing master of the university, 
Christopher Porath, was eighty years old and very ill. Ling offered to depu- 
tize for him. As Ling’s application was under consideration, the aged Porath 
died and in April 1805 Ling found himself appointed as permanent fencing 
master to the University of Lund at 75 dollars a year. 


UNIVERSITY FENCING MASTER AND PROFESSOR 

In this, his first salaried post, he won the approval of his students and 
superiors. For not only did he give instruction in fencing, but in riding and 
vaulting as well. He introduced swimming, climbing, wrestling, balance 
exercises and other refinements from Nachtegall’s gymnasium. Ropes and 
ladders appeared in the fencing hall, and Ling even began to introduce ideas 
of his own. These ideas, which are forever associated with his name, were 
based on the idea of free movement. He derived them partly from Niederer 
(one of Pestalozzi’s associates) but partly from his own increasing knowledge 
of anatomy, which he was learning from the eminent anatomist, A. H. 
Florman. Certainly the blending of these two to prevent bad posture and to 
cure faults in development was Ling’s own idea. It was he who evolved 
gymnastics which should reshape the body: lunging and stretching exercises 
were developed for this purpose. 

By now the Army was so interested in Ling that they appointed him 
fencing master at the Royal Military Academy in 1813. Here he could 
extend his influence since he was allowed to open a gymnastic training school 
in Stockholm (Gymnastika Centralinstitutet), as well as teaching at Karlberg 
and the Artillery School at Marieberg. 

Recognition came slowly. Not till he was nearly fifty did the coveted 
title of Professor come his way, and his election to the Swedish Academy 
followed only in 1835. He had previously been elected a member of the 
Association of Swedish doctors in 1831. His personality was probably respon- 
sible for this, for he dressed in a very unconventional way and often came 
to the Central Institute wearing a fur cap of wolf skin and his wife’s cloak. 

His work was essentially part of the Gothic revival. Attenbom the poet 
was his friend, as was E. G. Geiyer the historian. Other writers, such as 
Esaias Tegner and C. F. Ridderstadt, have left pictures of him—a slim figure 
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quivering with nervous ‘energy, fired by enthusiasm for his subject. He 
himself wrote poetry and left the elaboration of his techniques to others. 
His only technical publications were ‘Suggestion on the value and necessity 
of gymnastics for the Military in General’ (1820), ‘Regulations for gym- 
nastics’ (1836) and ‘Instructing the military in gymnastics and bayonet 
fencing’ (1834), of which he only finished a third. It was left to his son, 
Hjalmar, to weld his teaching into a system, and Hjalmar rightly supervised 
the gymnastic section in the “Collected Works’ (1859-1866). P. J. Liedbech 
and C. A. Georgii published the rest of “The general basis of gymnastics’ in 
1840—the year after Per Henrik Ling died. 


INTRODUCTION TO BRITAIN 

After Ling’s son, Hjalmar, together with Neuman and Brandt, had co- 
ordinated and developed remedial treatment from Ling’s original methods, a 
number of graduates from the Stockholm Central Institute settled down to 
remedial practice abroad. In London there were four notable disciples, 
Dr. Mathias Roth, Hendrik Kellgren, Miss Concordia Léfving and Miss 
Martina Bergman. Roth was a qualified medical practitioner, and had 
previously been physician to the Hahneman Hospital, where he had pub- 
lished “The prevention and cure of many chronic diseases by movements’ 
in 1851. Roth was not the first of Ling’s English disciples. Govert Indebetou 
(John Govart In de Beou) had brought his ideas to England as early as 1838, 
and had published his “Therapeutic manipulation’ four years later; Lieu- 
tenant C. Ehrenhoff had established himself in London in 1849, to be 
followed by a third disciple of Ling, Carl August Georgii, in 1850. Georgii, 
besides being a lively publicist (his writings include ‘Kinesipathy’ (1850), 
‘A Life of Ling’ (1854) and other works), was a stimulating teacher and 
numbered Roth among his pupils. 


FOUR NOTABLE DISCIPLES 
Before attending Georgii’s classes, thirty-two-year-old Mathias Roth had 
lived a full life. A Hungarian by birth, he had studied in the Universities 
of Vienna and Pavia, taking his medical degree at the latter in 1839 at the 
age of twenty-one. His ardent spirit led him back to Hungary, where he took 
part in the War of Independence in 1849, and, as a result, he had to flee 
the country. He arrived in England, secured an appointment at a hospital 
and transferred his enthusiasm from politics to kinetics. Roth speedily 
assimilated the Lingian canon, and within a year had followed his first book 
of 1851 with another entitled ‘Movements or exercises according to Ling’s 
system for the development and strengthening of the human body in child- 
hood and youth’ (1852). On opening his own centre for the treatment of 
disease by exercise at 16a Cavendish Street, he published a third exposition 
of his master’s doctrines, “The gymnastic free exercises of P. H. Ling’ 
(1853), in which he pointed out that the teachers of physical training were 
not as well qualified as those grooms who looked after horses, and that such 
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a state of affairs should be remedied. Four years later, in 1857, he founded 
the Ladies Sanitary Association. 

His campaign to popularize Ling’s doctrines lasted for the next thirty 
years, and was conducted with persistence and fortitude against both 
opposition and apathy. The British Association (which ought to have 
known better) refused to allow him to read a paper to the physiological 
section, and when he persisted refused to print it. The Committee of the 
Privy Council which was responsible for educational matters were obliged, 
by his published ‘Letter to Lord Granville . . . on the importance of rational 
gymnastics as a branch of national education’ (1854), to grant him an inter- 
view, but only allowed him to see the first secretary and a training college 
principal who told him that ‘rational gymnastics’ could not possibly be 
embodied into the curriculum of postulant school masters. 

Roth’s persistence won through. In 1870 he published ‘A plea for the 
compulsory teaching of the elements of physical education in our national 
elementary schools or the claims of physical education to rank with reading, 
writing and arithmetic’. This was published just at the right time, for in 
that year the famous Bill was introduced which, when passed, established 
school boards in most of the large towns of England. In 1878, Mrs. Alice 
Westlake, a member of the London school board, persuaded the board to 
appoint Miss Concordia Léfving, a graduate of the Central Institute in 
Stockholm, and to grant special certificates to women teachers who took 
courses in the theory and practice of Swedish gymnastics. 

But Roth was still not satisfied. In 1879, he published a pamphlet pointing 
out what could be done in the way of affording vacation courses for teachers, 
and approving manuals for students. He wrote a number himself. “The 
Russian bath’ (1882), ‘On scientific physical education’ (1880), ‘An essay on 
lateral spinal curvature’ (1885) were some of the productions of his energetic 
pen. He was accidentally burnt while taking a vapour bath in France in 1891. 

Hendrik Kellgren was a firm believer and successful practitioner of the 
manual manipulative and rehabilitatory aspects of physical medicine. What 
was then new in Kellgren’s methods was the conception that direct manual 
treatment—sedative or stimulating—of the cerebrospinal nerves and sym- 
pathetic ganglia serving an organ, e.g. heart or kidneys, or the limbs, was 
more efficacious than the usual circulatory massage. Further, that acute 
cases, even fevers, could be treated by influencing the metabolism and 
reducing temperature by these nerve-frictions plus the palpatory form of 
abdominal massage and, finally, that sensitivity could be increased in ear, 
nose and throat, and eye cases, hitherto untouched by ordinary manual 
methods. Circulatory and strengthening effects were obtained by strong 
localized resisted exercises. Thus the range of cases suitable for this type of 
physical treatment was greatly extended. 

In 1878, Miss Concordia Léfving, who had graduated eight years earlier 
at the Central Institute at Stockholm, was appointed to give a course in 
the theory and practice of Swedish gymnastics to women teachers. A special 
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certificate was awarded to those who finished the course satisfactorily. She 
carried this out for three years when she was succeeded by Miss Martina 
Bergman (later Mme. Bergman-Ostenberg) who in six years managed to 
influence 300 schools and train 1000 teachers. To train the teachers Miss 
Bergman opened at Reremonde, Broadhurst Gardens, Hampstead, a training 
college on September 23, 1885. For the next thirty years this college was a 
centre of high tension in the world of physical education, not only in 
England, but also abroad. In 1895 it moved to Kingsfield, Dartford Heath, 
London. 
THE LING ASSOCIATION 

The real victory for Lingian gymnastics was when they captured the Royal 
Navy. To compensate for the abolition of the sailing ship (which provided 
rigorous work on the masts) the Navy decided to establish a gymnastic 
school. After examining all existing schemes, Commander N. C. Palmer 
together with Lieutenant F. H. Grenfell, his assistant, decided for the 
Lingian and put Allan Broman (who had passed through the Stockholm 
General Institute of Gymnastics in 1883) in charge of the first class at 
Portsmouth in 1903. The capitulation of the Navy was followed by that of 
the Army three years later, when the Army employed H. P. Langkilde on a 
similar task. The schools were following suit. Langkilde had previously 
been training teachers in the West Riding of Yorkshire, whilst F. H. Grenfell 
left the Navy to become one of H.M. Inspectors. 

Conscious of their strength, the Lingians began to organize. There were 
two groups: the women teachers, who formed the Ling Association operating 
in England, and the old Centralists who, from 1904 to 1950, issued a monthly 
bulletin, Svenska Gymnastiken in Utlandet, an international organ. The first 
of these was the Ling Association, formed on January 9, 1899, by some 
thirty-one old students of Madame Osterberg’s Physical ‘Training College. 
They worked to maintain a high standard of physical education, and stimu- 
late enthusiasm by organizing courses. By the beginning of the twentieth 
century they were publishing The Gymnasium, a monthly, together with 
pamphlets—usually synopses of the Swedish system. By 1904, they were 
granting a diploma to all those trained at Dartford or Anstey (admitted in 
1902), or the Central Institution at Stockholm. Their ‘recognition’ of training 
colleges was further widened to include, in 1906, two physical training 
colleges at Bedford and Dunfermline. 

Although primarily a women’s organization, the Ling Association admitted 
to membership in 1911 two men: Dr. Edgar Cyriax, Kellgren’s son-in-law, 
then practising in London and lecturing in physiology at the Allan Broman’s 
Central College for Physical Education for men in Paddington Street, 
London (opened in that year and now the L.C.C. College of Physical 
Education), and Reginald Roper (then at Eton, later at Bedales). In 1912, 
Roper organized the Physical Education Society for men teachers. 

Together, the Ling Association and the Physical Education Society 
formed a powerful pressure group. 





LIFE ON ONE LEG 


By TOM SCOTT SUTHERLAND, F.R.I.B.A, 


AN accident at the age of five cracked my left hip socket: neither my parents 
nor I suspected this at the time. A visit to a quack doctor—then known 
as a bonesetter—put matters right. At least temporarily: visits increased. 
After two years I became hospitalized. A year later a surgeon, to save my 
life, amputated my leg, leaving me nothing in the way of a stump. 


SCHOOLDAYS 
My schooldays started when I was nine. I was put in a class with children 
three or four years younger. Sensitiveness was my chief trouble. The 
appellation ‘Cripple Tommy’ stuck for a long time. My dad, a tough trawl- 
skipper, resolved the problem. When I came home in tears one day, he said: 

‘Stop behaving like a baby. If kids yell names at you, crack ’em on the 
shins with your crutch’. 

That advice cost dad a doctor’s bill, for setting a schoolmate’s broken leg. 
But it also stopped the cat-calls. 

Four years at elementary school saw me jumping ahead. Soon I was 
mixing with children of my own age. There were some games I couldn't 
play. Others I could. At these I excelled. I acquired an uncanny sense of 
balance. And the ability to fall like a cat, without hurting myself. Scholastic- 
ally, at this stage, I was mediocre. 


CYCLING AND GAMES 

On my thirteenth birthday, dad bought me a bicycle. It had a fixed wheel, 
a single pedal. Affixed to the crossbar were clips to hold my crutch and 
stick. Learning to ride took time. Dad walked miles on my left side, where 
I had no support, to avert spills. At last I was allowed to go off on my own. 
Tumbles were plentiful. But my agility increased with practice. Rarely did 
I hurt myself. Dad taught me to swim. He chose a shallow lake where 
there was no risk of getting out of my depth. Within a year, I could swim 
a mile. 

By then I was a muscular youngster with overdeveloped shoulders and 
chest. I joined the Boys’ Brigade gym classes. Soon I had little difficulty 
in topping the class on the ropes, rings, horizontal and parallel bars. No 
longer did I feel or act like a cripple. I went to a professional tennis coach 
who, with infinite patience, taught me skill and cunning, to compensate for 
my lack of speed. I was useless as a singles player but, with a partner, | 
played a useful doubles game. 

Whether a man with one leg is justified in tackling golf is a moot point. 
But my experience may help others. First I started to play with one hand, 
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imitating one-armed golfers. Unfortunately, I hadn’t their advantage of 
stance. So, for driving, the crutch was discarded, resulting in many a 
pirouette and flop on the tee. It didn’t embarrass me. I had learned the 
hard way to laugh at myself. 

On my eighteenth birthday, dad bought me my first motor bicycle. The 
thrill of my life! To kick the self-starter I had to lean against a wall, lamp- 
post or pillar box. In those days there were no macadamized roads. Left- 
hand bends were my chief difficulty. On one occasion, I skidded and shot 
clean over the handlebars. Two stitches in my scalp didn’t worry me, but 
the damage to my bike did. Like most teenagers, I was crazy about motor 
cycles. Buying, selling and swopping frequently. Joining a local Motor Cycle 
Club was fun. Promptly I entered for a racing competition on the sands 
near Aberdeen. The race was to be run anti-clockwise round two posts, one 
mile apart. Left-hand hairpins were not for me. So I scratched. But when 
I explained why, the organizers immediately switched to clockwise running. 
I finished third out of five starters. 


MARRIAGE, HOBBIES, AND WORK 
The opposite sex began to interest me. Here I was up against a new problem. 
How did a cripple compete against normal fellows in the field of romance? 
I couldn’t dance (at least, not then). I couldn’t walk arm-in-arm for long 
treks in the country. I bought a sidecar. That helped. 

Life without hobbies isn’t much fun. Mine were amateur conjuring and 
piano playing. Both were to be wonderful assets in later years. Again, | 
was trained by professionals. Chung Ling Soo was one of my first teachers 
in magic. Later he killed himself performing one of his own tricks. Jasper 
Maskelyne and Teddy Victor completed my training. 

To celebrate my qualifying as an architect with magic letters after my 
name, I became engaged to an art student. She broke it off and married 
someone else. At 23, I set up my plate as an architect. My staff numbered 
one, a pimply-faced girl of 15, straight from a typing school. 

A year later I bought my first motor car without any help from home. 
Special gadgets were fitted. A few months later I discarded them, having 
acquired the knack of manipulating the gears so as to have little need of 
the clutch. 

Today, I am happily married and wealthy. I have travelled all over the 
globe; I am a director of numerous companies; I have fought seven Muni- 
cipal Elections over a period of 22 years and won them all! I haven’t had 
a serious illness since my leg was chopped off. 


ENVOI 
These are the facts and proof that a physical disability need not be a 
deterrent to a happy and successful life. I still use a crutch and a stick. An 
artificial leg? It would probably make me feel that I was a cripple! 





CURRENT THERAPEUTICS 
CIV.—THE LONG-ACTING PENICILLINS 


WITH SPECIAL REFERENCE TO THEIR USE IN CHILDHOOD 


By R. J. PUGH, M.B., M.R.C.P., D.C.H. 
Lecturer, Department of Pediatrics and Child Health, University of Leeds 


DuRrinG the last ten years a variety of preparations of penicillin has been 
devised to meet the need for prolonged action. As a result of their rapid 
absorption the soluble salts of penicillin soon attain a high level in the blood 
after injection, but they are rapidly excreted in the urine, with the result 
that half of the original dose may be lost within an hour, Continuous 
therapy with soluble penicillin requires repeated injections every three to 
six hours, and involves the expenditure of large amounts of penicillin, even 
when simultaneous use is made of renal ‘blocking agents’ to delay excretion. 
The best of these is probenecid (“benemid’). Given intramuscularly with 
a soluble penicillin salt, probenecid doubles the duration of a bactericidal 
blood concentration, and reduces the number of injections required to 
six-hourly administration. Such a regime is best suited to the treatment of 
selected infections which are inaccessibly situated (e.g. osteomyelitis) or 
which are due to bacteria sensitive only to relatively high concentrations 
of penicillin. 

Administration of the various long-acting or repository penicillins aims 
at forming an intramuscular depot from which penicillin may be released 
over a period of time. This was first achieved by suspensions of penicillin 
in oil or beeswax which, in spite of technical difficulties in administration, 
were successfully used until eight years ago. In 1947, procaine penicillin 
became available and gave better results with less inconvenience, by 
retarding absorption from the injection site. Combinations of penicillin 
with ephedrine and amidopyrine have given results comparable to the 
procaine preparation but have not been extensively used. More recently, 
two further preparations with markedly long-acting qualities have been 
employed with success. They are benethamine penicillin and benzathine 
penicillin. The same quantity of penicillin which would be dispersed over 
twenty-four hours if administered intramuscularly as procaine penicillin 
will, if given in the form of benethamine penicillin, be effective for three to 
five days and, if given as benzathine penicillin, be released over a period 
exceeding ten days. Alternatively, advantage can be taken of each of these 
various long-acting qualities by combining the different penicillin 
preparations. 

Absorption of penicillin from intramuscular depots cannot be calculated 
with mathematical accuracy. Individual variations are considerable and 
fluctuating serum penicillin levels commonly occur. Nevertheless, it is 
August 1956. Vol. 177 (207) 








208 THE PRACTITIONER 


known that the duration of action is largely dependent upon the degree of 
insolubility of the preparation, modified by the surface area presented for 
absorption, and that small injections of highly concentrated, relatively 
insoluble preparations, produce the most long-lasting action. 


CHOICE OF PREPARATION 
The salient features of the long-acting penicillins are summarized in table 1. 
Procaine penicillin, originally introduced at the Mayo Clinic, in 1947, by 
Herrell, Nichols and Heilman, is an equimolecular compound of potassium 
penicillin and procaine hydrochloride. The procaine serves to delay absorp- 
tion and to exert a local anesthetic effect. Bactericidal levels are maintained 











Preparation Representative blood levels 

(dose in each case is | in units/ml. ef-bleod serum 
equivalent to 10,000 units | Solubility, | Duration Day after injection 
per Ib. body weight (2 ml. | w/v in water | of 

in a 60-lb. child)) at 40°C. | action I 3 7 14 
-—- ~ a a —_—_—_—_ 
Procaine penicillin ...... 0.7% | 24 hours I-0.05 

——-- —--——  — - -- — | est ae 
Benethamine penicillin .. 0.1% 5 days 0.25 0.10 
Benzathine penicillin .... 0.02%, -14 days 0.20 0.06 0.05 0.02 











TABLE 1,—Long-acting penicillin preparations in current use 


for twenty-four hours after a single intramuscular injection of the estimated 
daily requirement: 10,000 units per pound body weight (22,000 units per 
kg.) daily being a generous but useful working guide. Serum penicillin 
levels above 1 unit/ml. for six hours falling to 0.05 unit/ml. by twenty- 
four hours may be expected. The duration of action of procaine penicillin 
may be doubled by combination with aluminium monostearate (Doxiadis 
and Holt, 1953) which will serve further to delay absorption. Similar 
results may be obtained if the procaine penicillin is administered in more 
concentrated form thereby presenting a smaller surface for absorption. 
Sprenger and Gockell (1953) reported on the use of such a preparation 
containing 600,000 units in only 1.2 ml. 

Benethamine penicillin is the N-benzyl-2-phenylethylamine salt of benzyl 
penicillin, described in 1954 by Nelson, Talbot and Binns. A single injection, 
corresponding in dosage to that recommended above for procaine penicillin, 
will maintain a level of approximately 0.25 unit/ml. for twenty-four hours 
and, falling gradually, will sustain a bactericidal level above 0.05 unit/ml. 
for approximately five days. In duration of action benethamine penicillin 
is intermediate between procaine and benzathine penicillin. 

Benzathine penicillin, or NN'-dibenzylethylenediamine dibenzy] penicillin, 
was introduced by Szabo, Edwards and Bruce in 1951 and has been used 
extensively orally (with results comparable to the soluble salts) and paren- 
terally. A single intramuscular injection, equivalent to 10,000 units per 
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pound (22,000 units per kg.) body weight, will maintain bactericidal levels 
in the blood serum for at least a week, with traces persisting in many 
patients for as long as one month after administration. Personal experience 
with this dosage (Pugh and Zinnemann, 1955) suggested that weekly 
administration is desirable if serum penicillin levels are to be maintained 
above 0.05 unit/ml., and that less frequent injections are needed if a larger 
dose is tolerated or if lower levels of blood penicillin are accepted as 
satisfactory. 

Several observers have given relatively large injections of benzathine 
penicillin to children without varying the dose according to body weight, 
and have found penicillin to persist in the blood for four weeks. Stollerman 
and Rusoff (1952) gave 1.2 mega units at monthly intervals to 10 patients 
and found penicillin in the blood serum at the end of four weeks in 67 per 
cent. of estimations. Their experience was confirmed by Perry and Gillespie 
(1954) who administered 1.5 mega units (5 ml.) to 22 children at monthly 
intervals, and similar results have been reported by Putnam and Roberts 
(1954) with monthly injections of 1.2 mega units to seven children. In all 
these reports there were cases in which penicillin could not be detected 
in the blood four weeks after a large injection of benzathine penicillin, 
and when a detectable level had persisted through the month it was only 
of the order of 0.02 unit/ml. In a review of long-acting penicillins, Welch 
(1953) states that an injection of 600,000 units of benzathine penicillin in 
adults will provide a bactericidal level of at least 0.03 unit/ml. for ten 
days and be prolonged to fourteen days in about 50 per cent. of cases. 


ADMINISTRATION AND REACTIONS 
Local complications.—The injection of a long-acting penicillin presents no 
immediate technical difficulties, but local complications following injection 
are more troublesome than with soluble preparations. These complications 
are due to the large molecular size of the repository preparations and to 
their relative insolubility which favour persistence of focal irritation. 

The first essential is that administration must be entirely intramuscular, 
as spilling into the subcutaneous fat will cause protracted induration and 
tenderness. Each injection should be made with a 20-gauge needle into the 
upper and outer quadrant of the buttock. Benethamine penicillin and 
benzathine penicillin should be injected slowly and the injection stopped 
immediately if pain is experienced as this may indicate subcutaneous 
extravasation. The bulk of the dose injected should be related to the body 
weight of the patient. Use of a standard dose for all children involves risk 
of leakage from the muscles of young children. Pugh and Zinnemann 
(1955) found that children tolerated the intramuscular injection of 10,000 
units per pound body weight (22,000 units per kg.) of benzathine penicillin 
(equivalent in bulk to 0.033 ml. per pound body weight [0.073 ml. per kg.]) 
with only occasional troublesome local complications. When the amount 
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injected was increased by 50 per cent., tenderness and protracted induration 
at the site of injection were frequent and the use of the larger dose for 
repeated administration was discontinued. The anterior aspect of the 
thigh has been advocated by Williams, Meynell and Watson (1956) as the 
site of choice for the injection of benethamine penicillin in outpatients. 
In their experience fewer patients developed local discomfort when this 
site was chosen in preference to the lateral surface of the thigh. 

Systemic reactions are relatively few and generally unimportant. Some 
patients experience headache, low-grade fever and anorexia for twenty-four 
hours after administration, but these symptoms are not incapacitating in 
the ambulatory patient. 

Anaphylactoid reactions are exceptional in children, but may be distressing 
in that they persist during such time as penicillin continues to be released 
from the intramuscular depot. Anderson (1954) reported a prolonged and 
severe reaction to intramuscular benzathine penicillin in a boy of 34 years 
whose father was also sensitive to penicillin. In this case cortisone was 
notably effective in immediately combating shock and controlling the 
alarming symptoms. 

The anaphylactoid reactions attributable to penicillin were reviewed in 
1953 by Welch et al., who found 55 published reports relating to procaine 
penicillin. There were 18 fatal cases in this series. Welch and his co-workers 
comment upon the frequency of an allergic diathesis in these patients and 
infer that penicillin reactions are more likely in allergic subjects. Anaphyl- 
actoid reactions do not occur when penicillin is given by mouth and Spencer 
and Payne (1953) maintain that ephanine penicillin may be safely injected 
in patients who have shown a hypersensitivity to other parenteral prepara- 
tions of penicillin. With this exception it is recommended that penicillin 
should not be injected in patients of any age who give a history of previous 
anaphylactoid reactions to penicillin. Unfortunately, skin testing with 
penicillin to determine hypersensitivity is neither reliable nor safe. 


THE TREATMENT OF ACUTE INFECTIONS 
Infections with bacteria which are highly sensitive to the bactericidal effects 
of penicillin (e.g. hamolytic streptococci and pneumococci) and which are 
accessible to the circulation are effectively controlled by low dosage, and 
are susceptible to the low blood concentrations associated with the use of 
long-acting penicillins. When penicillin was in short supply a dosage 
equivalent to 1000 units per pound body weight (2,200 units per kg.) daily, 
given in six divided four-hourly injections, was found to be satisfactory in 
pediatric practice (Bodian, 1946). The scale of dosage has since been 
increased and it is now customary to treat acute infections due to penicillin- 
sensitive organisms with a daily injection of procaine penicillin (equivalent 
to 10,000 units per pound body weight [22,000 units per kg.]) for four to 
five days or longer, according to the clinical indications, With the use of 


CURRENT THERAPEUTICS 211 


long-acting preparations return to the lower level of dosage is possible in 
selected cases. An injection of repository penicillin which will release the 
equivalent of 1000 units per pound (2,200 units per kg.) body weight every 
day over a sufficiently long period to control the infection and prevent 
relapse will be effective in streptococcal tonsillitis. ‘Theoretically this should 
be achieved by the administration of one intramuscular injection equivalent 
to 10,000 to 15,000 units of benzathine penicillin per pound (22,000 to 
33,000 units per kg.) body weight to allow for dispersal over ten to fourteen 
days. 

Breese and Disney (1955) recommend the use of such a regime in domi- 
ciliary practice. They treated over one thousand children with acute 
streptococcal infections (80 per cent. pharyngitis) by a single intramuscular 
injection of 600,000 units of benzathine penicillin, with successful results 
in 94 per cent. of cases. None of their patients developed acute rheumatism 
during the weeks while they were under surveillance. Breese and Disney 
consider that the disadvantage of local discomfort at the site of injection is 
more than offset by the advantages to patient, parents and doctor of a single 
injection. 

The relatively shorter action of benethamine penicillin is suited to the 
treatment of infections, which are unlikely to relapse when bactericidal 
blood penicillin levels disappear after five days. Williams, Meynell and 
Watson (1956) compared results obtained in the treatment of acute super- 
ficial hand infections by: (a) three daily injections of 300,000 units of procaine 
penicillin; (b) one injection of 600,000 units of benethamine penicillin; 
(c) no antibiotic therapy. They found that penicillin shortened the course 
of healing in acute suppurative paronychiz as compared with no antibiotic, 
and that the results with benethamine penicillin were superior to those 
obtained with procaine penicillin in these circumstances. 

As already stated, the advantages of different preparations of penicillin 
may be combined by the use of a mixture of soluble, procaine and repository 
penicillins. Combination ensures an initial high blood level followed by 
a low but prolonged bactericidal level. Hartenstein and Feldman (1956) 
approved the use of a mixture of: 

Benzathine penicillin 600,000 units 

Procaine penicillin 300,000 units >in 2 ml. 

Potassium penicillin 300,000 units 
in the treatment of 12 children with streptococcal pharyngitis. They gave 
one intramuscular injection only and encountered no relapses or com- 
plications. Such combinations of penicillin preparations have the added 
advantage of a larger content of penicillin in the same bulk as that used 
when giving the long-acting preparation alone. In the above combination 
1.2 mega units are administered in a bulk of only 2 ml. A similar com- 
bination is available in this country (‘penidural, all purpose’), and an 
alternative preparation combining benethamine penicillin (500,000 units), 
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procaine penicillin (250,000 units) and sodium penicillin (500,000 units) 
in 2 ml. has recently been introduced (‘triplopen’). This substitution of 
benethamine penicillin for benzathine penicillin will provide for the absorp- 
tion of all the injected penicillin over the course of five days instead of 
several weeks. 
VALUE IN PROPHYLAXIS 

A child who has had one attack of rheumatic fever is liable to react similarly 
to subsequent streptococcal infections, and it is on the prevention of strepto- 
coccal pharyngitis, and not on its early treatment, that rheumatic prophylaxis 
most depends. Both sulphonamide and penicillin oral preparations have 
been used extensively for this purpose. They share the handicap that 
administration at home may not be followed according to instructions and 
that large costly quantities of the drugs are necessarily consumed. The 
intramuscular injection of benzathine penicillin obviates these difficulties, 
and provides some degree of protection against streptococcal infection for 
two to four weeks. In 1952, Stollerman and Rusoff reported the use of 
monthly intramuscular benzathine penicillin administration in 143 patients 
who were rheumatic subjects. The results encouraged Perry and Gillespie 
(1954) to treat rheumatic children similarly. A monthly injection of 1.5 mega 
units (5 ml.) of benzathine penicillin was given to 22 children over a period 
of two to five months. The limitations of the method are that an injection 
of this bulk is likely to cause a number of troublesome reactions at the site 
of injection (which will prove discouraging if the prophylactic treatment 
is to continue indefinitely), and that the penicillin blood levels in the second 
half of the month are low and unreliable. 

One measure of the success of benzathine penicillin in affording protection 
against rheumatic infections is provided by the elimination of hemolytic 
streptococci from the throat during the interval between injections. The 
experience of different workers in this connexion varies a great deal. Thus, 
Diehl et al. (1954), who gave 1.2 mega units monthly for fourteen months 
to 96 children, found only four of 1,045 throat swabs to be positive for 
Lancefield Group A hemolytic streptococci, whilst our own experience 
(Pugh and Zinnemann, 1955) was that approximately one-third of throat 
swabs from 37 children receiving treatment with benzathine penicillin grew 
hemolytic streptococci. This finding was attributed to the surface dilution 
of penicillin by nasopharyngeal secretions and may be unimportant clinically. 
The dangers of conditioning the growth of bacteria with a relative insen- 
sitivity to penicillin are not yet apparent, but it is already common ex- 
perience that the majority of hospital staphylococcal infections are due to 
strains which are penicillinase producers and thereby penicillin resistant. 

Long-acting penicillins provide a valuable cover for dental extractions 
(Nathanson, Morin and Mallet, 1953), for the hazards of blood transfusion 
and for minor surgical procedures. Karelitz, Chang and Matthews (1954) 
used both benzathine and procaine penicillins in an attempt to diminish 
the bacterial complications of measles but found that otitis media and 
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pneumonia were as common in treated children as in controls, presumably 
because sensitive streptococcal infections were not the principal secondary 
invaders. 


SUMMARY 

The long-acting penicillins have proved to be effective and convenient in the 
treatment of most acute infections by penicillin-sensitive organisms. A single 
intramuscular injection, providing the equivalent of 10,000 units per pound 
body weight (22,000 units per kg.) of either benzathine penicillin (‘peni- 
dural’) or benethamine penicillin (“benapen’) will effectively control acute 
streptococcal pharyngitis and prevent relapse. The dosage entailed (600,000 
units in 2 ml. for a 60-lb. [27-kg.] child) will not cause protracted tenderness 
and induration at the injection site if care is taken to administer deep into 
the upper and outer quadrants of the buttocks, but the risk of local dis- 
comfort is increased when proportionately larger doses are given. Administra- 
tion must be exclusively intramuscular. 

Soluble and procaine penicillins may be added to the long-acting pre- 
parations without increasing the balk of the injection. They will provide a 
high level of penicillin in the blood serum at the beginning of treatment. 
‘Penidural all purpose’ and ‘triplopen’ are examples of such combinations 
of penicillin preparations. 

Intramuscular benzathine penicillin (‘penidural’) administration at 
intervals of 2 to 4 weeks offers the most promising solution to the need for 
preventive therapy in rheumatic subjects. The introduction of a new and 
improved preparation of ‘penidural’ may make it practical to inject a much 
larger dose without added risk of local reactions. 
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MY MOST INTERESTING CASE 


XIX.—THE ATAVISTIC SCHOOLMASTER 


By C. G. LEAROYD, M.R.C.S., L.R.C.P. 


HE was headmaster of a country preparatory school, a big man with an open 
countenance. 
HIS BACKGROUND 

At the university he had ‘just missed his blue’ in cricket and rugger, had 
got only a second class in the classical schools, but surprisingly had carried 
off several of the coveted university prizes. ‘On his day’, said a contem- 
porary, ‘in work or play he was unbeatable—on his day’. His father had 
been a bishop, with occasional bouts of headache and depression, a scholar 
with a capacity for organization; a brother in the Colonial Service had be- 
come Proconsul of Ebonia, taken to polygamy, and was the family ‘hush- 
hush’; a sister was once headmistress of St. Gussy’s, but retired hurt early; 
the mother had been ‘a blue-stocking’, but seemed a tranquil old lady. The 
one child, Hughie, was a charming lad who from birth fought successfully 
against being allergic to almost everything. His wife, who was Rhesus- 
negative and increasingly growled at a series of positive foetuses, was a head- 
master’s ideal wife; I saw her frequently about boys or staff and it was 
largely through her eyes that I gained insight into her husband’s character. 


THE SPRING TIDE 

Professionally 1 rarely saw him in the early years, but have dozens of 
cameos of him: a big, breezy bear of a man with a swarm of cubs, shorts and 
towels flapping, going down to swim; showing some awkward brat in the 
nets how to stand so that both eyes are on the ball, on the running track 
the rhythm of stride, in the gym the essential footwork for boxing, in rugger 
slow-motion tackling and with a sardine group the art of the scrum, all with 
a priestly earnestness. 

Sometimes I paused outside a classroom—O long-forgotten inky smells 
and Lilliputian desires!—and might hear him bringing Trojan heroes, dead 
three thousand years, back to life in urchins’ minds or once, mid roars of 
laughter, demonstrating how silly Latin sounds when pronounced like 
English, clever clowning. All ‘old boys’ exclaimed: ‘Marvellous teacher!’ 
Talking to him when he was in form he would bubble over with zest, get my 
meaning before I had half finished a sentence and return the ball, so to 
speak, his mind racing with a press of ideas, parallels, and anecdotes, and 
inclined to monopolize. He once told me that when he was shaving in the 
morning his mind like a sharp razor could cut through any difficulties, but 
at night could do only routine work, a diurnal swing—and not uncommon, I 
think. Some of his wife’s remarks about him in this phase stuck in my mind: 
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‘Oh yes, John’s on top of the world, we’re going to have another butler!’ 
or ‘a new gymnasium’ or ‘a Russian master. I don’t know where the money’s 
coming from!’ He burgeoned with benevolence then: ‘I’ve never hit a boy 
in my life and should think myself an awful failure if I did’. 


THE NEAP TIDE 

The first time I realized that he had a reverse side was when near the end 
of a term, with a broken voice as though he were going to weep, he asked 
me to give him ‘a pick-me-up’: ‘Been overdoing it and feel all out’. Later, 
these rather humbling regressions from activity came at less convenient 
times, in the middle of a term and once just before term started. Always 
valid reasons could be produced: ‘Overdid the mountain climbing in the 
holidays’, or staff or financial worries or failure of boys to get expected 
scholarships: ‘If this sort of thing goes on I am an absolute failure’. In his 
neap-tide state the atmosphere of the school changed as though a cloud had 
come over it. He seemed to shrink in bulk then, the boys were in awe of him, 
and like Dr. Arnold he saw them all crammed with original sin. One ‘old 
boy’ told me that when he was like this the pall of his displeasure was worse 
than any beating. ‘There were always financial economies in this state, the 
butler being the first sand-bag to be chucked out. ‘Father’, said Hughie, 
who as he became less allergic got cheeky, ‘has a genius for putting me in 
the wrong’. His wife half-humorously summed up: ‘When he is fit you 
can’t talk to him because he knows what you are going to say; when he is 
as he is now he either contradicts you or qualifies anything you say. Dear 
John—but sometimes I could kill him!’ 

In this state he often consulted me about minor maladies, but in his 
spring-tide state he scoffed at doctoring, quoting Macbeth at me: “Throw 
physic to the dogs, I’ll none of it’. Once in the exuberant phase he cut his 
thigh jumping over a barbed-wire fence, I put five stitches into him, and 
he went off to swim. 


THE EBB AND FLOW 
That was why his was my most interesting case—‘interesting’ is the word 
on the brief; he made me wonder such a lot. That optimism that imposed 
itself on a community and was joyfully accepted was a superbly healthy 
state. I began to class the bulk of my work in practice, minor maladies, 
which, if the patients had more ‘guts’, they would never bring to me, as 
diseases for which the neap tide of the endocrines was the background. 
Spring-tide disabilities were the results of overactivity. It was definitely 
a line of thought. He made one think back too: those ‘just missed blues’ 
and ‘good second class’ had obviously been due to his patchy performances. 
Cyclothymia? A damned departmental term: why every fibre of his being 
was involved! In either phase he would have been a pronounced character, 
but within normal limits; it was the switch over from one to the other that 
made him interesting. ‘The change was sudden: tremendous activity working 
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up to a crisis, then almost overnight he would become an apprehensive 
and hostile Jupiter Pluvius. He would emerge from this slowly—his wife 
said these periods seemed interminable—and gradually become more 
pleasant and active. 

The alternation of mood might not have been important in, say, an archi- 
tect, but with the head of a community it affected the happiness of many. 
Probably it is a universal tendency, but with ordinary humble folk the 
swing is kept within limits from the very beginning by the criticisms of 
friends, enemies and relations; it is in those with power—kings, ships’ 
captains, medical superintendents, headmasters and the gifted—in whom 
the moods are allowed to develop their swing without much opposition, 
that it is seen naked and can be a nuisance. Power corrupts because there 
are no brakes to the moods which circumstances—natural rhythms— 
demanded before civilization. In the old days the kingdom’s happiness did 
depend in a very real sense upon the character of the king. 

Ideally for my patient’s work, but not for his family, his neap-tide days 
would have been in the holidays and his spring tides in the term time but, 
like migration in birds (to which the overactive stage has some kinship), 
who will put off a northerly migration for a few days because of a northerly 
wind, the process was only slightly influenced by the demand of affairs. 
There was never the slightest intellectual impairment; he could always be 
relied upon to make out an unanswerable case for opposite courses of 
action. True, the prowess of his mind was shown in different ways according 
to phase: in the exuberant his colossal, encyclopedic memory, sponsored 
by the pleasurable emotions, was dominant; in the recessive stage the 
subtlety of his mind was more conspicuous. 

In the Pacific I met whole communities who regularly changed like this, 
matching their moods against the trade winds or the rainy season, who also 
had diurnal moods to match the tides by which they lived—a man without 
moods would have perished. But why should this atavism survive so 
manifestly in this my patient? 


THE END 

The story ends typically. In a prolonged depression he announced his 
retirement, but made no definite arrangements. As he emerged from it 
he got the idea that his system of education was so good that he ought to 
found a chain of preparatory schools throughout the country. This was 
becoming terrifyingly within the bounds of practical politics when he had 
a cerebral thrombosis. Fortunately he died, and if his medical attendant 
took more than customary care to ease his going and lessen its humiliations 
it was perhaps in gratitude for having been long linked by him to prehistoric 
affairs and cosmic rhythms. 
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REVISION CORNER 
THE TREATMENT OF LUMBAGO IN GENERAL PRACTICE 


IN this article I shall only discuss some of those conditions that do not 
necessarily need hospital treatment: disc protrusion, sprain, acute myositis, 
chronic strain, and the common rheumatism. 


ACUTE LUMBAGO 

Disc protrusion.—For the immobilizing paroxysm of acute disc protrusion, 
the only immediate indications are rest in bed, and analgesics. The less 
the patient moves about, and the less he is moved about for any form of 
‘treatment’, the quicker he will recover. The right position in bed is one in 
which the lumbar spine is supported, and the posture of sciatic scoliosis is 
preserved: this can be achieved by pillows suitably placed. Any attempted 
movement, or any position in bed that would correct the flattened and side- 
bent lumbar spine is harmful, and indeed quite intolerable. So long as he 
keeps his lumbar spine still and relaxed in this way, pain will abate. In most 
cases the patient will be moving freely again in some seven to ten days. He 
may become quite pain-free; or backache may persist for many weeks. 
X-ray films should be obtained as soon as he is mobile. 

If severe pain persists after two, or at most three, weeks in bed, the 
patient should be referred to hospital. The chronic disabling backache that 
may persist, also needs special hospital treatment. 

Sprain.—aA heavy fall may sprain intervertebral or sacro-iliac ligaments, 
or myofascial structures. It may also cause disc protrusion, but trauma must 
be very severe to rupture a healthy annulus. With a sprain, although pain 
may be severe, there is none of the crippling immobility of disc protrusion; 
the lumbar spine is not locked in sciatic scoliosis. To exclude bone injury 
x-ray films should be obtained immediately. 

Early activity is indicated; rest in bed may be advisable for a few days, 
but net more. Strain on the back should be avoided, but free trunk exercises 
are helpful. A belt gives some relief. A useful one can be made from strong 
2-inch (5 cm.) webbing with a buckle sewn to one end. It is worn over an 
undergarment, just below the level of the iliac crests. 

These sprains may leave chronic backache. The nature of the persisting 
source of pain is obscure: it is probably not due to adhesions. It is best 
treated by one or more procaine injections: 2 ml. of 1 per cent. or 2 per cent. 
procaine hydrochloride (without adrenaline), repeated every few days. When 
causing widespread referred pain and scattered tender points, the zone of 
maximum tenderness is infiltrated. 

Acute myositis.—It seems probable that many attacks of severe lumbar 
pain are due to acute myositis. They may occur during or soon after a 
common cold, tonsillitis, or an attack of influenza. Independently of any 
obvious infection they probably occur in minor epidemics. The great 
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majority are short-lived, and pass off with no treatment other than rest and 
warmth in a few days to a week. 


CHRONIC LUMBAGO 
In many cases several causes are cooperating: principally chronic strain, 
general fatigue, and the condition of the muscles popularly called ‘muscular 
rheumatism’. 

Chronic strain may result from rapid increase in weight, from un- 
accustomed prolonged stooping at work, or from postural defects. We are 
dealing with an excessive load on healthy ligaments, and there may be 
little to do other than provide the support of a belt. Beyond this there is no 
generally accepted knowledge, but some of us tend to be too mechanically 
minded in dealing with the problem. A normal load on weakened ligaments 
will also cause the aching of chronic strain: and ligaments lose tensile 
strength in all conditions of chronic ill health. 

In few problems is there more scope for the exercise of common-sense 
medicine. The anewmic, undernourished, overworked housewife may be 
expected to have a backache. If any remedy is available, it should be applied 
in the first instance. The architecture of the lumbo-sacral junction, or hypo- 
thetical disc lesion, should be considered later, if need be. 

Perhaps the most common cause of chronic fatigue is an anxiety state: 
and this is also a common cause of ‘muscular rheumatism’. The backache of 
anxiety neurosis is not imaginary: physical health is affected in many ways 
by disturbance of the autonomic nervous system. It is inaccurate and un- 
helpful to tell these patients that they have no organic disorder: the whole 
picture is quite unlike hysterical backache. In contrast to hysteria, local 
treatment of the back is clearly indicated. A belt for lumbar support, local 
heat and massage, liniments, and aspirin are all helpful; but they will have no 
lasting effect unless the anxiety state is relieved. 

But many patients presenting the same clinical picture of muscular rheu- 
matism have none of the mental symptoms of anxiety neurosis. In them it 
is worth while to look for an organic cause. Although the ‘focal sepsis’ 
hypothesis was once pushed to an absurd extreme, treatment of gross dental 
sepsis, or chronic sinus infection, may be rewarding. Lumbar pain is a 
common symptom of a mild thyroid deficiency, and the administration 
of thyroid, } grain (30 mg.) twice daily, may contribute to its relief. 

In backache at the menopause we are nearly always dealing with all three 
causal factors: strain from increasing weight or laxity of ligaments, chronic 
fatigue, and muscular rheumatism due to the endocrine disturbance. 
(Estrogens and, if indicated, a small dose of thyroid, should be included in 
the general therapeutic plan. 

In all these cases advice about rest and activity calls for careful judgment. 
Extra rest helps the genuinely overworked, but more often this type of 
muscular rheumatism tends to be aggravated by rest, and relieved by 
moderate exercise. 
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If these measures fail, patients with chronic disabling backache should be 
referred to hospital for further investigation and treatment. Often no-one 
can say with complete confidence whether or not minor disc changes are 
responsible, or early osteoarthritic changes in the intervertebral joints. Such 
cases will need the resources of a physiotherapy department. 

KENNETH STONE, D.M., M.R.C.P. 
Physician, Arthur Stanley Institute, Middlesex Hospital, 
and the Kensington Institute of Rheumatic Diseases. 


OTITIS EXTERNA 

OTITIS externa is primarily a dermatological condition and comes to the 
otologist for diagnosis and treatment largely because of anatomical difficulties 
of access. It is rarely serious or even disabling but, perhaps for this very 
reason, can demand much patience on the part of the doctor and patient. 
There are many classifications of the condition based on various etiological, 
bacteriological or symptomatic considerations. ‘The symptoms and signs, 
however, are apt to be very similar whatever the etiology. It is therefore 
proposed for the purpose of this review to make a more general survey with 
special reference to the factors which lead up to the condition, the diagnosis 
and the treatment. 


ETIOLOGY 

Otitis externa can and does occur in a patient with no tendency to skin 
disease and no previous aural trouble. An example of this is desquamative 
otitis externa diffusa, often called ‘hot weather ear’. This is usually acute and 
the real cause is not known although heat, sweating, dust, trauma and 
bathing have all been blamed and, no doubt, have some part in causing it. 
In a large proportion of cases, however, there is some underlying general 
factor predisposing to external otitis. A common one is the so-called 
seborrheic diathesis: i.e. a tendency to have a scaly, slightly greasy skin 
with a scurfy scalp. A second constitutional tendency of importance is 
allergy. Thirdly, there is the psychological element. I do not want to over- 
emphasize this, but mental stress and strain do seem to be important whilst 
boredom with the treatment and discomfort may well contribute to persis- 
tence in chronic cases. 

The most common precipitating factor in an attack of otitis externa is 
probably trauma. This may be scratching or rubbing but many people have 
a fixed idea that the ears must be cleaned out, and for this purpose they use 
matchsticks, hairpins or the rolled-up corners of none-too-clean towels. 
Water in the ears and bathing may contribute but are probably not as 
important as has been thought. Following the trauma which damages the 
skin surface comes infection and this usually produces the symptoms which 
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bring the patient for advice. The infecting organisms vary but, particularly 
in chronic cases, are often gram-negative bacilli such as F. coli, Proteus and 
Pyocyaneus which are insensitive to most antibiotics. 


CLINICAL FEATURES 

The main symptoms are discomfort associated with irritation. Pain is 
variable but may be severe in acute cases. There may be tenderness, espec- 
ially if the condition is acute, whilst the surrounding skin may be excoriated 
or, in chronic cases, thickened and cracked. There is usually some dis- 
charge which may be profuse and offensive in acute cases. Deafness is not a 
prominent symptom but is found when the meatus is occluded by swelling 
or accumulated debris. 

The differential diagnosis lies between otitis externa and otitis media or 
mastoiditis and may be difficult when a swollen, tender meatus makes 
visualization of the drum difficult. It must be remembered that the two 
conditions can coincide. Briefly, external swelling, superficial tenderness or 
pain on moving the pinna, irritation and lack of severe deafness suggest 
otitis externa. An x-ray of the mastoid can be very helpful in this type of case. 


TREATMENT 
In considering treatment it is important, especially in chronic cases, not to 
concentrate too much on the local condition and forget the patient as a 
whole. Factors such as general health and diet are important, whilst the 
condition of the skin in general, and of the head and neck in particular, must 
be taken into consideration. It is no use treating an otitis externa and 
ignoring a scalp full of scurf. 

The first principle in local treatment is gentle and thorough cleaning of 
the meatus; ideally this should be done under direct vision with a headlight 
and speculum. Following this a suitable reagent should be applied on a 
half-inch gauze wick lightly packed in. This can stay in place for twenty- 
four hours and be moistened two or three times during that time by further 
applications of the reagent. This, however, is a counsel of perfection; few 
practitioners have the time or facilities, and the patient is usually reluctant 
to give up the time to attend for what is often, to him, a trivial complaint. 

There is no doubt that many a mild attack of otitis externa clears up 
without any treatment. In other cases as thorough a cleansing as possible, 
followed by the application of the reagent as drops, will often suffice. An 
intelligent patient can learn to clean his own ear out, especially if he is 
taught the importance of pulling the ear upwards and backwards and of 
using a narrow orange stick with a small, narrow tuft of wool firmly rolled 
on to it. This is a compromise suggested to meet practical needs and the 
best advice one can give is that, if this is not effective, the patient should be 
referred without loss of time to an E.N.T. Department where facilities are 


available. 
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There are many reagents available for treatment, and of these I would 
suggest one of the following:— 
For acute cases :— 


Argyrol in saline 10 per cent. 
Icthyol in saline 5 per cent. 
Alum acetate 8 per cent. 


* Once the acute stage is over or, in cases which are chronic when first 
seen, one of the following may be tried:— 

30 grains (2 g.) of dilute ointment of mercuric nitrate to olive oil (1 fluid 

ounce [28.5 ml.]) 

or 

2.4 per cent. phenoxyethanol 

or 

I per cent. gentian violet or brilliant green 

In low-grade chronic cases where irritation is a marked symptom, I have 

found the following very effective:— 

0.5 per cent. icthyol in zinc oil (zinc oxide and olive oil in equal parts) 
This is a thick oily solution and can be applied to the meatus with a cotton- 
wool-tipped orange stick. It should be applied once a day and then sparingly 
as too much forms a deposit which can block the meatus. 

Small doses of x-rays are helpful in some low-grade chronic infections. 
Antibiotics locally can be effective but carry a definite risk of precipitating a 
local reaction. This is most likely to happen with penicillin and chlor- 
amphenicol. I do not use them as a routine in my own practice and, when I 
do, it is only if a swab shows the organism to be sensitive. When using 
antibiotics locally the slightest sign of irritation is a signal to stop this form 
of treatment. Sulphonamide powders are unsuitable for local use as they 
form deposits and block the meatus. 

Lastly I would suggest two don’ts: 

Do not overtreat either by persisting too long with a method which is 
having no effect or by too rapid changes from one method to another. If a 
case hangs fire, especially if chronic, complete cessation of local treatment 
for a week or two and then repeating the same treatment are often effective. 

Do not use hydrogen peroxide at any time. It merely makes the skin 
sodden and more liable to reinfection. Glycerin and phenol is also unsuitable 
for external otitis. 


OTOMYCOSIS AND OTITIS EXTERNA H ®©MORRHAGICA 

To complete the survey two further conditions should be mentioned. 

Fungus infection or otomycosis is rare in this country. It is diagnosed by 
microscopical examination of the debris and is best treated by one of the 
dyes such as gentian violet. Treatment has to be prolonged and followed 
by observation. 

Otitis externa hemorrhagica is a condition in which blood-stained bullz 
form on the meatus and drum and which occurs in association with influ- 
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enza. Its importance lies in its similarity to otitis media from which it can be 
distinguished by less pain and deafness and by the appearance of the bullz 
which, however, can closely resemble a red and bulging drum. It requires no 
particular treatment beyond preventing secondary infection. 


J. W. LINnDAHL, M.Cx., F.R.C.S. 


Assistant Surgeon, Aural Department, London Hospital. 





NOTES AND QUERIES 


Allergic Reaction to Morphine 
Query.—I have a male patient, aged 57, who 
is suffering from inoperable carcinoma. He 
requires morphine twice daily and, so far, this 
has been given by myself or my assistant— 
over a period of about eighteen months. On a 
few occasions I have noticed a sudden and 
rather alarming ‘reaction’ following the injection 
in the upper arm. A few days ago I had barely 
withdrawn the needle when the patient com- 
plained of an intense ‘prickly’ feeling in his 
face and neck, succeeded almost immediately 
by marked flushing of those areas, and an alarm- 
ing tachycardia, with a feeling of oppression in 
his chest and difficulty in breathing. He certainly 
looked ill and ‘afraid’, and told me he thought 
he was going to die. The pulse was regular, of 
good volume but uncountable. It reminded me 
of a ‘paroxysmal tachycardia’ except that the 
attack passed off in a few minutes, leaving him 
none the worse—I was preparing to give 
atropine, when he felt better. This was by no 
means the first occasion, although it was the 
most severe. I had noticed, after a few previous 
injections, a sudden redness around the site 
of injection, quickly developing into a large 
area of ‘urticaria’, about six inches square, 
followed by tachycardia. There is always some 
transient salivation. 

The first thing that came to mind was that I 
had, inadvertently, got into a small vessel, but 
I am convinced that this was not the case. My 
other ‘thoughts’ were that spirit (Vini meth. 
ind.), with which the skin is cleansed and the 
syringe ‘sterilized’, was the cause, but the 
syringe, although in a spirit-proof container, is 
thoroughly dried before use. To my knowledge 
it is not used for anything else. 

I must have given literally thousands of 
‘injections’, and have never seen such a reaction 
with anything except morphine. The morphine 
is made up as a sterile solution—10 minims to 
+ grain (0.6 ml. to 16 mg.), and the dose is 4 
gtain (30 mg.) (sometimes } grain [16 mg.]). 
Why should this happen on a few isolated 


occasions only, and what can I do to ensure 
that it does not happen? The solution, I believe, 
contains a ‘preservative’ (‘nikasept’). The 
reactions described have occurred with both 
solution and tablets dissolved in sterile water. 


Rep_y.—The reaction described certainly sug- 
gests a sensitivity or allergic reaction to mor- 
phine. It is clear that it cannot be due to the 
solvent because it occurs also when the tablet 
is dissolved in sterile water. The remarkable 
thing is that sometimes the injections produce no 
untoward symptoms. I once met a somewhat 
similar many ago in a woman 
suffering from bilateral renal tuberculosis, to 
whom I was giving daily 14 grains (1 g.) of 
morphine acetate, and once in the four years 
that I was in charge of her she had a remarkable 
reaction in which she developed a red rash all 
over the body, collapsed and became almost 
pulseless, recovering in a matter of some five 
minutes. There is reference in “The Pharmaco- 
logical Basis of Therapeutics’, by Goodman and 
Gilman, to allergic phenomena occurring after 
the administration of morphine, quoting 
urticaria and skin rashes and contact dermatitis 
in nurses and pharmaceutical workers. The 
prickly feeling in the face and neck is quite well 
known as the result of the administration of 
morphine, and also often occurs after the taking 
of heroin, even in a linctus, and it is then 
usually quite intense in the scalp. 

We can accept, then, the allergic nature of 
this response without attempting to explain 
why it does not occur on every occasion. As 
to prevention, it would seem reasonable to try 
promethazine hydrochloride, 25 mg., taken 
one hour before the injection. 

A. H. DouTHWAITE, M.D., F.R.C.P. 


case years 


Marriage and Epilepsy 

Query.—I should be grateful for your help on 
a small problem in eugenics. A young, reason- 
ably healthy, married woman asked me if she 
should have children. Her husband is an epilep- 





NOTES 


tic and has one uncle similarly afflicted, whilst 
her own eldest brother is also epileptic. No 
information about her uncles and 
aunts is available. All four parents are clear. 
Four out of the eight grandparents are alleged 
to be clear; nothing is known of the other four. 


numerous 


Repiy.—lIt is difficult to give any very precise 
answer to this query. The probability of any 
given child of someone suffering from idiopathic 
epilepsy developing epilepsy in turn has been 
estimated (by Conrad) as about 6 Smaller 
risk figures were found by Alstrom in Sweden, 
but Conrad’s figure has been approximately 
confirmed in this country by Ounsted. 

In the marriage in question not only is the 
father epileptic but the mother has an epileptic 
brother; this would obviously increase the risk 
of a child becoming epileptic. The amount of 
increase in risk can only be guessed at, but it 
might well be that the risk was doubled. It 
would be useful information for the mother to 
have her electroencephalogram (E.E.G.) taken, 
with the use of stress tests such as flicker and 
hyperventilation. If her E.E.G. were normal, 
one could say that the 6°, risk was not materially 
increased ; if it were of an epileptic or suspicious 
kind, the risk of epilepsy for children would be 
very considerable: enough so to make one 
doubt the wisdom of her having children. An 
important factor is the psychiatric normality or 
abnormality of the parents. If they are stable, 
intelligent people this would be much in favour 
of the children; if either or both were very 
moody, the outlook would be so much the 
worse. 

In conclusion, if the only risk to be taken 
into account, on the above consideration, is 
Conrad’s 6%, and if the couple much want 
children of their own, I do not think they 
should be discouraged from having a small 
family. 

E.LioT SLATER, M.D., F.R.C.P. 


Malignant Metastasis 
Queries.—(1) What cause determines a ma- 
lignant cell to metastasize, and what is the 
mechanism by which it detaches itself from the 
other cells? 
(2) What are the 
where a malignant cell metastasizes? 
(3) Can a normal cell detach itself from its 
site, and deposit itself in any part of the body, 
and by what mechanism? What are the factors 
that cause it? 


factors which determine 


Rep.y.—It is really not possible to answer 
question 1 with any certainty. However, we are 
becoming more and more interested in the 
possibility that the reason lies in increased 
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mobility on the part of the cancer cell, and that 
this in turn may be due to surface changes. 
Dr. Abercrombie recently shown that, 
whereas surface established between 
normal cells lead to a decrease in movement, 
and perhaps in cell division, this does not 
apply in the case of a sarcoma cell which he 
also studied. This general picture is confirmed 
by work which Ambrose is carrying out at the 
moment, and is also in line with older work by 


has 
contacts 


Coman on decrease in surface adhesion in cancer 
cells. References are given below. 

As to question 2, I cannot do better than 
refer your reader to chapter 14 in Willis’s 
‘Spread of Tumours in the Human Body’, 1952. 
This, with the preceding chapter on the experi- 
mental study of metastasis, is perhaps the best 
account extant. 

Question 3 I am afraid I 
possible to answer. Such movement of normal 
cells is, I think, mainly confined to the reticulo- 
endothelium. 


find almost im- 


REFERENCES 
Abercrombie, M., and Heaysman, J. E. M 
Cell. Res., §, 111 
(1954): Jhid., 6, 203 
° (1984): Neture (Lond.), 
Coman, D. R. (1944): Cancer Re 


(1953): Exp. 


174, 697. 
» 4 O25 


(1954): Jhid., 14, 519 
de Long, R. P., Coman, D. R., and Zeidman, I. (1950): 
Cancer, 3, 715 
McCutcheon, M., Coman, D. R., and Moore, F. B. (1948): 
Ibid., 1, 460 
ProressoR ALEXANDER Happow, 
M.D., D.SC., PH.D. 


Care of the Young Infant in the 
East Indies 


Query.—I would appreciate advice in the case 
of a primiparous patient, aged 37, who is due 
to be confined in September. 

(a) Should she join her husband on a some- 
what remote estate in the East Indies before or 
after confinement? 

(b) What immunization would you advise for 
mother and infant in either case? 


Rep_y.—(a) I would recommend that the wife 
should join her husband after the confinement, 
as facilities for the treatment of an elderly primi- 
para are probably unsatisfactory. 

(b) Both mother and child should be vac- 
cinated against smallpox, but if the mother has 
a valid certificate issued within three years she 
will not require revaccination. It is usually 
recommended that the infant should be vac- 
cinated at three months, but when the infant 
is travelling 1 recommend vaccination at the 
age of six weeks. 

If flying, the mother will require immuniza- 
tion against cholera and I recommend that 
she gets immunized against the enteric fevers 
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as well. T.A.B. vaccine is supplied mixed with 
cholera vaccine so it will not call for more 
injections. The cholera inoculation certificate 
is valid from six days to only six months after 
issue so the inoculations should be done after 
the confinement. 

When travelling with an infant in remote and 
unsettled areas the value of breast-feeding can- 
not be too strongly emphasized, and every 
effort possible should be made to keep the infant 
on the breast until the mother has settled into 
her new home. But even if the infant is on the 
breast I always advise the mother to take with 
her a small box containing dried milk, a feeding 
bottle, a small stove and kettle and solid fuel. 
This is not only of use in emergencies but 
prevents the mother worrying about what she 
should do if she gets ill or the breast milk fails. 

R. Brunet HAWEs, C.M.G., M.B., F.R.C.P. 


Dangers of Drinking Sea Water 
Query.—One of my patients, a young man who 
is an experienced yachtsman, is due to spend 
a yachting holiday in the Eastern Mediter- 
ranean. Water supplies may occasionally present 
difficulty, and he has asked me whether it 
would be possible to supplement drinking 
water supplies by diluted sea water. If so, to 
what extent would the sea water need to be 
diluted? 

Rep_y.—People who are short of water should 
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not in any circumstances drink sea water, 
diluted or undiluted. This is because much of 
the harmful effect of water lack is due to 
increased concentration of the fluids of the 
body; the concentration of sea water is such 
that it inevitably makes this rise in body con- 
centration worse. Sea-water drinking thus 
hastens death from dehydration. There is 
evidence that it was responsible for a number 
of deaths in life craft during the war, and very 
little evidence that it has ever done anyone 
any good. 

Diluting sea water with fresh water makes 
no difference to its harmful effects. The fact 
that salt may be lost in sweat also makes no 
difference. Sweat is a very dilute solution, and 
to replace the salt without replacing all the 
water lost would make a man much worse. 

G. R. HERVEY, M.B., B.CHIR. 


Insect Bites and Stings 

CotoneLt E. J. CURRAN, R.A.M.C., writes:— 
With reference to the article by Dr. Martin 
Beare (The Practitioner, June 1956, p. 690), 
there is evidence that the taking of thiamine 
hydrochloride by those susceptible to reactions 
from insect bites allays the reaction and in 
some cases repels the insects. Stings in general 
may be treated to advantage by application of 
vinegar and salt in equal proportions. This 
even applies to jelly fish stings. 


PRACTICAL NOTES 


Piperazine in Helminthiasis 

A CURE rate of 97° in enterobiasis, and of 94 
in ascariasis, is reported by H. W. Brown et ai. 
(Journal of the American Medical Association, 
June 9, 1956, 161, 515) from the use of pipera- 
zine citrate. The piperazine was usually given 
in the form of a flavoured syrup, each milli- 
litre of which contained the equivalent of 
100 mg. of piperazine hexahydrate, the form 
which the citrate assumes in aqueous solution. 
In the treatment of enterobiasis the daily dose 
for children was: 250 mg. for those weighing 
up to 15 lb. (6.8 kg.), 500 mg. for those weighing 
16 to 30 Ib. (7.2 to 13.5 kg.), 1000 mg. for those 
weighing 31 to 60 Ib. (14 to 27 kg.), and 2000 
mg. for those weighing over 60 Ib. (27 kg.). 
For adults the daily dose was 50 to 75 mg. per 
kg. body weight. The total daily dose was given 
one-half to one hour before breakfast, followed 
by a glass of water, for seven consecutive days. 
This produced a cure in 58 out of 60 cases 
(97%). In ascariasis, the daily dose was: 2 g. 
for patients weighing 30 to 50 lb. (13.5 to 


22.75 kg.), 3 g. for those weighing 51 to 100 Ib. 
(23 to 45.5 kg.), and 3.5 g. for those weighing 
ro1 lb. (46 kg.) and over. This was given as a 
single dose 14 to 3 hours before breakfast on 
two consecutive days, and resulted in a cure in 
50 out of 53 cases (94%). No pre-treatment 
fasting or any purgation was used. In over 400 
patients, the authors have only encountered 
minor side-effects: nausea in two and diarrhoea 
in one. Neurological side-effects may be en- 
countered in patients with nephritis, probably 
because of the delayed excretion of the drug 
when the kidneys are damaged. 


Busulphan (‘Myleran’) in Chronic 


Leukaemia 

In the opinion of R. F. Schilling and O. O. 
Meyer (New England Fournal of Medicine, 
May 24, 1956, 254, 986), busulphan is ‘definitely 
the best available drug to date and superior to 
urethane or Fowler’s solution for chronic granu- 
locytic leukemia’. This opinion is based upon 
the results in a series of 19 cases. The recom- 
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mended dosage is 4 to 6 mg. daily until the 
hemoglobin has returned to normal, or nearly 
normal, and then a daily maintenance dose of 
1 to 4 mg. It is recommended, however, that 
maintenance dosage should not exceed 1 or 2 
mg. daily unless ‘it is evident that more is 
needed to maintain control’. Therapy was tem- 
porarily suspended when the white cell count 
fell below 10,000 per c.mm. Ten patients 
‘enjoyed excellent remissions’, and four had fair 
to good remissions. Of the five patients who 
failed to respond, two had thrombocytopenia, 
one had myelofibrosis, and in one the diagnosis 
was equivocal. The best results were obtained 
in patients with recently diagnosed, typical 
disease not previously treated, but ‘excellent 
improvement’ was also noted in several patients 
with disease of some years’ standing who had 
been previously treated with radiation therapy. 
No side-effects were encountered. No bene- 
ficial effect was obtained in four adult patients 
with acute leukaemia. 


Athlete’s Foot 

A ‘verY effective treatment of athlete’s foot’, 
which is also cheap, and, in the author’s experi- 
ence, ‘more effective than any other, including 
proprietary preparations on the market’, is 
described by Capt. D. Hooker, R.A.M.C. 
(Journal of the Royal Army Medical Corps, 
April 1956, 102, 157). The feet are first washed 
and dried, and then painted with a 40°, solution 
of formaldehyde, care being taken to paint be- 
tween the toes. The feet are then allowed to 
dry in the air. No attempt should be made to 
remove dead skin, as this delays healing. When 
the feet have dried, an emulsion, consisting of 
equal parts of lanolin, castor oil and liquid 
paraffin, is gently massaged into the skin of the 
feet, including that between the Clean 
woollen then put on, and a foot 
powder is sprinkled in the shoes. This treat- 


toes. 


socks are 


ment is repeated twice daily. It is claimed that 
all cases so treated have shown marked im- 
provement within five and most have 
cleared within ten days. Marked relief has also 
been obtained from this treatment in cases of 
‘sweaty feet’. Emphasis is laid upon the necessity 
for good foot hygiene if the feet are to be kept 
in a healthy state. This includes daily washing, 
with proper drying, of the feet; clean socks 
(preferably thick woollen daily, and 
sprinkling of foot powder in the shoes, not over 
the bare feet or in the socks. 


day s, 


ones) 


Aspirin and Typhoid 

ATTENTION is drawn by Eugene Dowdle (South 
African Medical Journal, May 19, 1956, 30, 474) 
to a reaction, characterized by collapse, sweating, 


NOTES 225 


bradycardia and hypothermia, that may follow 
the administration of aspirin to patients with 
typhoid fever. In a series of 44 patients with 
typhoid fever admitted to the Groote Schurr 
Hospital, Cape Town, there were 10 who had 
received aspirin, or aspirin-containing drugs. 
Five of these showed this reaction, and of the 
five who did not show it two received the drug 
after defervescence had taken place. The reaction 
occurs shortly after taking the drug, and sub- 
sides within a matter of hours. It did not 
appear to influence the ultimate recovery. The 
mechanism whereby this reaction is produced 
is obscure but, in view of the bradycardia 
which is a prominent feature of typhoid fever, 
it is suggested that the reaction may be attri- 
butable to an increased vagus and parasympa- 
thetic action. As the administration of aspirin 
is not usually placed under medical supervision, 
it is recommended that ‘ward sisters should be 
warned of the dangers of giving aspirin to 
cases where typhoid fever is suspected’. 


Peptic Ulcer and Emphysema 

Tue incidence of peptic ulcer has been investi- 
gated by E. M. Latts et al. (Archives of Internal 
Medicine, May 1956, 97, 576) in 479 patients 
admitted to hospital on account of chronic 
diffuse pulmonary emphysema, and in 107 
cases in which this 
necropsy. The emphysema was severe in 50 to 


diagnosis was made at 


65°, of the cases. The average age of the series 
was 60. Peptic ulceration occurred in 15°, of 
the clinical group and in 27°, of the necropsy 
group. Of the clinical group, 37°, had either 
an ulcer or symptoms and signs suggesting one, 
whilst 43°, of the necropsy group had an ulcer 
or symptoms and signs of one. Of the 74 patients 
in the clinical group who had a peptic ulcer, 
83% had a duodenal ulcer, 24 had a gastric 


ulcer, and 7 had both. The comparable 
figures in the 29 cases in the necropsy group 
with ulcers were 79%, 41 and 21 \ com- 


plication of the peptic ulcer occurred in 39 
of the ulcer patients observed clinically, and in 
62°, of those examined at necropsy. 

Patients with both emphysema and peptic 
ulcer comprised 0.69°,, of the patients admitted 
to hospital during the period of observation 
Patients with emphysema comprised 3.45°, of 
all hospitalized patients, with 
peptic ulcer comprised 
alone, the occurrence of the two together would 


whilst those 


5.53°%. By chance 
have been 0.19%. In other words, the observed 
incidence was 3.6 times the chance value. The 
authors comment that ‘the association of peptic 
ulcer with pulmonary emphysema is sufficiently 
prominent to make us routinely suspect peptic 
ulceration in any emphysematous patient with 
vague gastro-intestinal distress’. 
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Radioactive Colloidal Gold in 


Malignant Effusions 

‘INTRACAVITARY radiogold is of definite benefit 
in the relief of troublesome malignant effusions’, 
according to J. M. Dennis et al. (American 
Journal of Roentgenology, June 1956, 75, 1124). 
Of 58 patients treated in this way, 62°, showed 
complete cessation of fluid formation for periods 
ranging from two to fifteen months. Only five 
of them required more than one instillation of 
gold, the rest remaining free of fluid until their 
deaths. Of the 22 patients who were not im- 
proved, 14 were in such poor condition at the 
time of treatment that they died within thirty 
days from the date of therapy. Among the best 
results wege those obtained in the 19 patients 
with troublesome pleural effusions secondary 
to bronchogenic carcinoma: excellent results 
were obtained in 15 (80°). The corresponding 
figure fofthe 17 patients with recurrent ascites 
associated with carcinoma of the ovary was 
seven (41°). It was found that the best results 
were obtained in those patients without visible 
or palpable metastases. The usual dose of radio- 
gold was 50 to 75 millicuries intrapleurally, and 
100 to 150 millicuries intraperitoneally. Intes- 
tinal obstructive symptoms may develop follow- 
ing intracavitary radiogold therapy in patients 
with palpable masses or in those in the terminal 
stages of the illness. 


Menstruation and Gastric Activity 
CHANGES in gastric activity during the menstrual 
cycle were investigated at Guy’s Hospital by 
Ian Macdonald (Gastroenterology, April 1956, 
30, 602) in nine healthy, unmarried, young 
women. There was a sudden increase in the 
rate of gastric emptying at the time of ovulation, 
whilst the concentration and amount of acid 
rose in the first half, and fell in the second half, 
of the menstrual cycle. No consistent change 
was noted in the secretion of CI or pepsin. These 
changes in gastric activity cannot be correlated 
directly with estrogen or progesterone levels. 
This may be due to the amount of gonado- 
trophins circulating concurrently. Another 
possible complicating factor may be the prob- 
able fluctuating level of adrenocortical hormone 
during menstruation, especially in view of the 
known effects of these hormones on gastric 
activity. 


Isoniazid and Psoriasis 

SATISFACTORY results from the use of isoniazid 
in five out of ten cases of psoriasis are reported 
by M. Billiottet (Bulletins et Mémoires de la 
Société Médicale des Hépitaux de Paris, 1956, 
72, 470). In four of the patients there was no 


THE PRACTITIONER 


response, whilst in one it exacerbated the con- 
dition. The age of the five patients who re- 
sponded satisfactorily, ranged from 10 to 72 
years. The usual dose was 5 to 6 tablets, each 
containing 50 mg. of isoniazid, daily, but the 
ten-year-old child was given a suppository con- 
taining 35 mg. of the drug daily. The best 
results were obtained in the more florid cases, 
but the duration of the disease appeared to have 
little effect upon the response to treatment. 
Thus, the 72-year-old patient had had the 
disease for practically forty years. In cases 
which are going to respond, improvement 
begins within a few days, and it is considered 
useless to continue treatment if improvement 
has not occurred within three weeks. 


Tunny Poisoning 
AN outbreak of food poisoning in Paris due to 
eating tunny, and involving 500 people, is 
reported by J. Boyer and his colleagues (Presse 
Médicale, May 30, 1956, 64, 1003). The con- 
signment of tunny responsible for the outbreak 
was eaten by about 4000 people in four different 
canteens. In about two-thirds of the victims the 
presenting symptoms characteristic of 
histamine poisoning, and the onset occurred 
within fifteen to thirty minutes of eating the 
fish. The victims complained of malaise, head- 
ache (often occipital), palpitations, and flushing 
of the face and neck, with congestion of the 
eyes. These symptoms were accompanied by 
tachycardia and hypotension. A few had urti- 
carial weals. In one-third of the cases digestive 
disturbances were the presenting manifestations: 
epigastric pain, nausea, vomiting and diarrhcea. 
These digestive disturbances occurred about 
two hours after eating the fish. The symptoms 
subsided spontaneously in a few hours, but 
speedier relief was obtained from the oral 
administration of an antihistamine preparation. 
The fish, when examined, was not mal- 
odorous, and there was no evidence of gross 
contamination with any of the common food- 
poisoning organisms. The histamine content, 
however, was found to be high—up to 4 g. 
per kg., instead of the normal content of 
0.028 g. per kg. This high histamine content, 
to which the symptoms are attributed, is con- 
sidered to be due to the conversion of histidine 
to histamine in the fish as a result of faulty 
preparation and preservation of the fish after 
being caught. If tunny is to be used for human 
consumption, it must be gutted and bled after 
being caught and then kept in a refrigerator 
until used. In this particular instance the tunny 
had been caught in the Mediterranean—one of 
the principal sources of tunny—by Spanish 
fishermen and then transferred at sea to French 
boats, where it had not been properly dealt with. 


were 
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REVIEWS OF BOOKS 


Textbook of British Surgery. Vol. 1: The 
Abdomen. Edited by Sir Henry Sovut- 
TAR, C.B.E., D.M., F.R.C.S. London: 
William Heinemann Medical Books 
Ltd., 1956. Pp. viii and 547. Figures 
238. Price £5 5s. 

Jupcinc from the first volume, Sir Henry 

Souttar’s new textbook is destined to fill a real 

need in surgical literature. It is written by 

surgeons for surgeons. It is fuller than a 

students’ textbook, more eclectic than an 

encyclopedia, more judicial than a monograph. 

The illustrations are clear and simple, just 

what a surgeon would choose to explain pro- 

cedures to his registrar or his firm, rather than 
the polished fantasies of the professional artist. 

The general outlook of the book is that of the 

school of physiological surgery for which 

Oxford is famous. 

In some ways this book recalls the best book 
that was ever written on a surgical subject: 
the first edition of Jacobson’s ‘Operations of 
Surgery’. Jacobson’s had the merit that it 
represented the views and the experience of one 
man. A work by multiple authors is apt to be 
patchy, but Souttar has chosen patches of 
remarkably uniform texture. It is difficult to 
commend special sections, where all are so 
good, but that on the stomach, the short dis- 
cussion on hydatid that on portal 
hypertension, and the scholarly essay on acute 
intestinal obstruction are particularly helpful. 
There are a few mistakes that should be cor- 
rected in the next edition. The references on 
pages 54 and 57 should be to pages 91 and 92 
and to page 111 (instead of 172 and 204). Fig. 16 
(page 59) shows an acute gastric ulcer with 
spasm and not an hour-glass stomach. Fig. 1 
on plate III, facing page 152, shows a typical 
cholesterol ‘solitaire’ and not a pigmented stone. 

This book should remain for many years the 
standby of practising surgeons and candidates 
for higher degrees. We may hope that sub- 
sequent editions will keep the high scientific 
level and philosophic outlook of the present 
one, and not promising 
surgical books tend to become, a holiday task 


disease, 


become, as many 


for registrars. 


Progress in Clinical Obstetrics and Gyneco- 
logy. By T. L. T. Lewis, M.B., F.R.C.S., 
M.R.C.0.G. London: J. & A. Churchill 
Ltd., 1956. Pp. viii and 594. Figures go. 
Price 55s. 

Tuis is not a textbook. None the less it is likely 

to find a welcome place on many a bookshelf 

where there will be no modern textbook on 


obstetrics and gynecology to keep it company. 
The explanation of this is to be found in the 
terms of reference the author gave himself. 
He was to prepare a book for the 
specialist and for the consultant working in 
isolation. They needed information of clinical 
value which could not always be obtained from 
standard textbooks even if these were available. 
Moreover they would critical 
appraisal of new theories and techniques before 
deciding which to The author has 
achieved his aim and produced a valuable book. 
He admits in the preface that omissions are 
necessary in a volume of this and the 
posterior position is one of the subjects not 
included. It is to be hoped that in the next 
edition space will be found for this. Subjects of 
recent interest and importance, such as the 
effect on the foetus of rubella in early pregnancy, 
erythroblastosis, emboli, afibrino- 
genzmia, hyaline membrane, retrolental fibro- 
plasia, the cytological diagnosis of uterine cancer 
and the significance of intra-epithelial carci- 
noma, the radiological diagnosis of placenta 
previa, hormone therapy in the pregnant dia- 
betic, and the modern therapy of genital 
tuberculosis are among the many subjects most 


trainee 


often desire a 


adopt. 


size 


amniotic 


ably presented. 

One of the outstanding features of this excel- 
lent book is the mass of information condensed 
into concise and very readable sections. Every 
opinion expressed is supported by relevant 
data and the list of references to recent literature 
will prove valuable to those preparing for higher 
qualifications or wishing to pursue their studies 
further. The illustrations have been carefully 
chosen and beautifully reproduced. This book 
can be most warmly commended to all interested 
in obstetrics and gynzxcology. 


Fractures of the Facial Ske leton. By N. L. 
ROWE, M.R.C.S., L.R.C.P., F.D.S.R.C.S., 
and H. C. KILLEY, M.R.C.S., L.R.C.P., 
F.D.S. R.c.S. Edinburgh: E. & S. Living- 
stone Ltd., 1955. Pp. xxxvi and 923. 
Illustrations 1231. Price £6. 

It can be stated straight away that this book is 

worth every penny of its price, for there is not 

a page of it which is not both interesting and 

informative. In his foreword Sir Reginald 

Watson-Jones says “This publication on facio- 

maxillary injuries is not just important: it is 

monumental’. It is. An excellent introduction 
reviews 500 consecutive cases of fracture of the 
facial skeleton and provides the interesting and 
somewhat surprising information that in the 
authors’ experience (and this is confirmed by 
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statistics from other units) the incidence of jaw 
fractures is as high in peace-time as in war- 
time. The book is divided into three parts. The 
first deals with the mandible, the second with 
the facial skeleton in its maxillary and associated 
parts and the third, to which the authors’ 
colleagues notable contributions, 
covers a wide field which should prove interest- 
ing and instructive to surgeons working in all 
branches of reparative surgery. The chapter on 
gunshot wounds is based on contributions by 
P. W. Clarkson and F. A. Walker. Sir Harold 
Gillies writes on residual traumatic deformities, 
G. E. Ennis and D. T. Gilchrist on anzsthesia, 
C. R. McCash on injuries of the scalp and skull, 
W. G. Holdsworth on facial and 
G. J. Romanes on ophthalmic injuries. 

The excellent drawings in the chapter on 
gunshot wounds illustrating “The preservation 
of life’ might well be copied and kept in every 
army post dealing with casualties. The repro- 
duction of photographs and radiographs is 
uniformly pleasing, but the same cannot be 
said of the illustrations in colour, for not more 
than four out of the fourteen are worthy of 
a place in the book: those on pp. 282 and 755 
are particularly poor examples of a process 
which is still too costly to employ except to 
illustrate something which cannot be shown in 
monochrome or in a drawing. Not all 
neurosurgeons will agree with the authors in 
their considered opinion, after discussing the 
evidence, that when spontaneous arrest of a 
C.S.F. leak has taken place within fourteen days 
‘it is probably reasonable not to subject the 
patient to an additional operation for closure of 
a dural defect which may or may not be present’. 
It is surprising that they put forward this 
opinion after quoting Lewin’s estimate of the 
risk of intracranial infection in such circum- 
stances at 25 per cent. 

This book is worthy of a place in every 
library and no-one who is called upon to treat 
injuries can afford to be without it. 


have made 


lacerations 


line 


Immunology and Serology. By PROFESSOR 
Puitip L, CARPENTER. Philadelphia and 
London: W. B. Saunders Co., 1956. 
Pp. viii and 351. Figures 51. Price 
45s. 6d. 

Tuis book is evidently meant for the advanced 

student. It contains most of the relevant infor- 

mation, which is dealt with in conventional 
fashion, i.e. in chapters dealing with ‘infection 
and immunity’, ‘the immune reactions’, ‘anti- 
gens’, ‘serum proteins’ and ‘antibody produc- 
tion’. The different antigen-antibody reactions 
are described in successive chapters. A final 
chapter deals with allergy. An appendix, 
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headed ‘experiments in serology’, gives details 
of some of the principal serological reactions. 
Tables and diagrams are employed where neces- 
sary, and references are given at the end of each 
chapter, whilst the book itself is well printed on 
good paper. 
The author 
original ideas of his own, and is evidently con- 
tent to write a factual account of the subject 
based on the work of others. This, in itself, 
much, but the style in 
deal to be 


does not appear to have any 


does not matter very 
which it 
desired; so much so that it is often difficult to 
make out what the author is trying to say. 
Nevertheless, considering the paucity of books 


is written leaves a great 


on immunity, it has its merits in that it provides 
a reasonably comprehensive vade mecum for the 
student who requires guidance for his reading, 
whilst the details of serological techniques given 
in the text and in the appendix may be of 
assistance in his practical work. 


Dynamics of Psychotherapy: The Psychology 
of Personality Change; Vol. 1. Principles. 
By PercivaAL M. SyMonDs, Px.p. New 
York and London: Grune & Stratton 
Inc., 1956. Pp. xi and 211. Price $5.50. 

Tuis is the first of three volumes by the Pro- 
fessor of Education in the Teachers’ College, 
Columbia University, and it is concerned with 
the principles upon which psychotherapy is 
based. It well informed and well 
written, and is commendably free from obscu- 
rantism and doctrinal bias, but it is not pre- 
dominantly medical in its orientation—a fact 
that is pointed by the use of the word ‘client’ 
instead of ‘patient’. The author’s outlook is 
evidently in line with the expansionist aims of 
some exponents of psychotherapy, which is 
here viewed as a psychological discipline whose 
sphere of influence extends to a far wider range 
of individuals than those who are suffering from 
formal mental illness. Without implying accept- 
ance of these expansionist aims, it can be said 
that this book would be very helpful to any who 
are learning to undertake psychotherapy, and it 
is certainly capable of giving a clear and reliable 
picture to non-medical readers who might be 
interested in psychology in the course of their 
work: for example, teachers, clergy and social 
workers, as well as to doctors. 


is sincere, 


Yellow Fever Vaccination. By KENNETH C. 
SMITHBURN ef al. WHO Monograph 
Series No. 30. London: H.M. Stationery 
Office, 1956. Pp. 238. Figures 37. 
Price 25s. 

Future plans for the control of yellow fever will 

almost certainly necessitate the use of vaccina- 
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tion on an increasing scale. The time is therefore 
opportune for reviewing the relative merits and 
the ease of production of vaccines in common 
use. Of these vaccines there are two: one pre- 
pared from the French neurotropic mouse- 
brain virus, the other from 17D chick-embryo 
virus. The former is administered by scarifica- 
tion; both have been used on a wide scale: 
56,000,000 persons were protected by the 
French between 1939 The 
French vaccine is easier to produce and ad- 
minister but there is evidence that encephalitis 
may more commonly follow its use than in the 
case of the 17D strain. In this monograph the 
whale there are 
papers on production and use of both types of 
vaccine, on vaccination and its ensuing reactions 
and on international regulations. These papers 
cover the field comprehensively and clearly, 
bringing the subject up to Together 
they form a valuable source of information 
on the subject. 


alone and 1953. 


situation is reviewed and 


date. 


First Studies in Anatomy and Physiology. 
By JOHN CAIRNEY, M.D., D.Sc., F.R.A.C.S., 


and JOHN CAIRNEY, M.B., CH#.B., B.Sc. 
Christchurch, New Zealand: N. M. 
Peryer Ltd.; London: Lloyd Luke 


(Medical Books) Ltd., 1956. Pp. 205. 

Figures 103. Price 30s. 
PRIMARILY an introduction to the study of 
human anatomy and physiology, this little book 
is designed to meet the needs of student nurses 
in preliminary training schools. The authors 
have selected their material with care, and have 
carefully avoided unnecessary detail whilst pre- 
senting a basic knowledge of these subjects in 
a clear and concise style. The illustrations are 
good, but the use of a few coloured diagrams 
of the vascular system should be considered in 
future editions. This book should meet a long- 
standing need, particularly for nursing auxili- 
aries, but it is a pity that the price is not more 
competitive. 


Sir Fohn Bland-Sutton, 1855-1936. By 
W. R. BeTT, M.R.C.S., L.R.C.P. Edinburgh: 
E. & S. Livingstone Ltd., 1956. Pp. viii 
and 100. Illustrated. Price 20s. 

Tuts is a ‘success story’. Bland-Sutton achieved 

all that he set out to do—a lucrative surgical 

practice and the presidency of the Royal College 
of Surgeons. He was an individualist in an age 
of individualists, and had always an eye to the 
main thing. For instance, Dr. Bett recounts 
how, on his way home from an operation, he 
would cash the cheque at the local bank, 
especially if he thought that the patient was 
going to die. He was a prolific writer and at 
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his book on tumours— 
surgical 


least one of his works 
will for long 
literature. 

The Middlesex Hospital has every reason to 
be grateful to this gardener’s son who did so 
much for it, both professionally and financially. 
Those who knew Bland-Sutton will appreciate 
this discursive memoir, whilst those who only 
know of him by repute will find it an enter- 
taining picture of ‘the Napoleon of Surgery’ and 
his times. 


remain a classic in 


NEW EDITIONS 


Diseases of the Endocrine Glands, by Louis J. 
Soffer, M.D., F.A.C.P., in its second edition 
(Henry Kimpton, £6), maintains the high 


standards of the first edition. The many ad- 
vances in the subject during the five years that 
have elapsed since the book first appeared have 
been adequately covered. The omission of the 
in accorcance 
with American practice, but will be regretted 
by readers in this country. The only other 
criticism is of the illustrations, which are not up 
to the high standard expected at the present day. 
This, however, remains the best textbook of 
clinical endocrinology in the English language. 
Professor Soffer’s interpretation of laboratory 
research and its integration into clinical practice 


section on diabetes mellitus is 


will prove a boon to all clinicians. 


Recent Advances in Pharmacology, by J. M. 
Robson, M.D., and C. A. Keele, Mm.p., 
F.R.C.P., in its second edition (J. & A. Churchill 
Ltd., 40s.), has undergone such thorough re- 
vision that it is practically a new book. New 
sections have been added dealing with hypo- 
tensive drugs, aldosterone, nucleotoxic drugs, 
and radiation hazards, whilst the sections dealing 
with antibiotics, anticoagulants, and neuro- 
muscular drugs have been thoroughly revised. 
For the clinician who wishes to keep in touch 
with advances in pharmacology there is no 
better book than this, and it is essential reading 
for the candidate for higher diplomas or degrees 
in medicine. 


D.Sc., 


Electrocardiography, by Louis Wolff, M.p., in its 
second edition (W. B. Saunders Co., 49s.), 
shows two major changes. First, although there 
is no separate section devoted to vectorcardio- 
graphy, the opportunity has been taken to em- 
phasize those aspects of electrocardiography in 
which spatial orientation of the cardiac vector 
is crucial, thus helping to simplify the analysis 
of the clinical electrocardiogram. The second 
change is the addition of a section of nine 
chapters devoted to the arrhythmias. Most books 
on electrocardiography intended mainly for 
undergraduate students err in the direction of 
being too empirical and of having scant theory. 
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If anything, the author has leaned too far in the 
opposite direction. Nearly a third of the book 
has been devoted to the basic principles of 
electrocardiography. This certainly leads to a 
more intelligent appreciation of the clinical 
electrocardiogram, but it would have made a 
more readable treatise to have followed the 
sections on theory immediately by the applica- 
tion of this theory to the particular clinical 
electrocardiogram under discussion, instead of 
which the author has separated completely in 
the text the theory and the practice. This has 
the unfortunate effect of the chapter on the 
theory of any particular electrocardiogram being 
separated by several chapters from the one 
devoted to the practice of that particular electro- 
cardiogram. Both the text and the illustrations 
are beautifully clear. 


Bentley and Driver’s Text-book of Pharmaceutical 
Chemistry, revised by John Edmund Driver, 
M.A., PH.D., M.SC., F.R.I.C., sixth edition (Oxford 
University Press, Cumberlege, 55s.).—The need 
for a sixth edition four years after the fifth 
indicates the usefulness of, and demand for, 
this standard work. There is no comparable 
British text—the book is a ‘must’ for the 
student preparing for an examination in phar- 
maceutical chemistry and a useful compendium 
for a wider circle of practising pharmacists and 
chemists. This edition has been extensively 
rewritten and is in line with the British Phar- 
1953, and the B.P. Addendum, 
1955, but omits several interesting drugs 
included there on which the reader might 
expect some information, such as chloroquine, 
hexamethonium, isoniazid, ligno- 
caine, primidone, and the insulin zinc 
suspensions, all of which are _ standard 
remedies today. A section on analytical methods 
is followed by others on inorganic and organic 
compounds, including natural products. There 
are appendices on identification and assay 
methods and a good index. But this is not a 
book directed to the interests of the physician 
or pharmacologist. It does not attempt to deal 
with structure-action relationships, e.g. in the 
sympathomimetic amines or the antimalarials, 
and only occasionally refers to the uses of drugs. 
In view of the increasing interest of the phar- 
macist in such fields this seems a pity. 


macopeia 


cortisone, 


Introduction to Psychopathology, by Lawrence I. 
O’Kelly and Frederick A. Muckler, in its 
second edition (Staples Press Ltd., 50s.), gives 
a full account of a subject, the study of which 
will add to the interest of the practitioner’s 
daily work. The chapter on theories of psycho- 
pathology is particularly good. A third edition 
might give a fuller account of the psycho- 
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pathology of adolescence. The American classic 
by G. Stanley Hall and later relevant works are 
not mentioned. The authors, who are lay 
psychologists, attempt to cover a large part of 
the field of psychiatry proper and, this being so, 
a psychiatrist might usefully have been co-opted 
as a third author. They give case histories 
which are insipid by comparison with those, for 
instance, described by Dr. William McDougall 
in his book ‘Abnormal Psychology’ which are 
much more alive, being based on the personal 
therapeutic efforts of a psychiatrist. 


X-rays: Their Origin, Dosage and Practical 
Application, by W. E. Schall, B.sc., F.INST.P., 
HON.M.S.R., seventh edition (John Wright & 
Sons Ltd., 42s.).—To those interested in x-rays, 
this informative book is well known and a new 
edition is to be cordially welcomed. It has 
always been of great value to those training in 
the application and use of x-rays in medicine. 
Now, with a section on their use in industry, it 
covers the whole field of x-rays. In addition, it 
has been brought fully up to date with the in- 
clusion of such aspects as screen image intensi- 
fication, pendulum and rotational therapy, and 
the use of radio-isotopes in both industry and 
radiotherapy. The latest terms used in radio- 
therapy are also included, and the author is to 
be congratulated on a thorough, up-to-date and 
selective revision, which has at the same time 
kept it within reasonable size. It will retain the 
unique place which it has always held in the 
literature on the subject. 


Die Friihdiagnose des Uteruscarcinoms, by 
Professor Dr. Med. Hans Limburg, in its third 
edition (Georg Thieme, DM 36), can be 
considered a standard Continental work on its 
subject. It has now reached its third edition 
within five years and with succeeding editions 
it grows somewhat in size though it is still a 
monograph of reasonable dimensions. It gives 
an up-to-date account of the subject, contains 
an excellent bibliography, and in addition uses 
for its basis a large series of cases under the 
author’s care at his clinic in Hamburg. It can 
be thoroughly recommended. The illustrations 
are profuse and well produced. 





The contents of the September issue, which will con- 
tain a symposium on ‘Genito-urinary Disorders’, will 
be found on page xcvi at the end of the advertisement 
section. 





Notes and Preparations, see page 231 
Fifty Years Ago, see page 235 
Motoring Notes, see page Ixxix 
BINDING CASES 

Binding cases for Vol. 176 and previous volumes are 
available in green cloth with gilt lettering. price 5s. 6d. 
each, post free. The cases are made to hold 6 copies after 
the advertisement pages have been removed; they are not 
self-binding. Alternatively, subscribers’ copies can be 
bound at an inclusive charge of 13s. 6d. per volume; 
this includes the cost of binding case and return postage. 
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‘ASTEROL' 


For TINEA PEDIS 








TINCTURE supplemented 
by POWDER for dusting 


into socks and stockings 








and OINTMENT 


at night 


Packing» 
ASTEROL TINCTURE (¢ per cent) is available in bottles of 30 c.c. and 250 c.c os =o 
ASTEROL OINTMENT (¢ per cent) is available in tubes of 2¢ 2 
ASTEROL POWDER (¢ per cent) is available in tins of 30 g. 
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THE TREATMENT OF HYPERTENSION 


Serpasil 


(the alkaloid reserpine from Rauwolfia ) 
GRADUAL AND SUSTAINED REDUCTION OF 


BLOOD PRESSURE + CALMING EFFECT 


NEW 
Serpatonil 


(Serpasil plus the antidepressive Ritalin) 

FOR maintenance therapy, 
PARTICULARLY IN THOSE PATIENTS EXPERIENCING 
DROWSINESS OR LETHARGY 
DURING RAUWOLFIA TREATMENT 
Bottles of 25, 100 and 500 tablets. Each tablet contains 


0.15 mg. Serpasil and 5 mg. Ritalin (phenyl-(a-piperidyl) 
-acetic acid methyl ester hydrochloride) 


C IBA 


* Serpasil’, “Serpatonil’ and‘ Ritalin’ are registered trade marks 
CIBA LABORATORIES LIMITED, HORSHAM, SUSSEX 
Telephone: Horsham 4321. Telegrams: Cibalabs, Horsham 
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NOTES AND PREPARATIONS 


NEW PREPARATIONS 
‘DIBENYLINE’ is ‘a new, long-lasting adreno- 
motor antagonist’, which is said to differ from 
the earlier, related 8-haloalkylamines in being 
safely effective by mouth. It is indicated when 
long-lasting vasodilatation is required, and is 
said to have been used with success in certain 
types of peripheral vascular disease and in 
hypertensive states. Issued as 10-mg. capsules 
in containers of 100 and 1000, and in powder 
form for injection purposes in containers of 
10 g. (Menley & James Ltd., Coldharbour 
Lane, London, S.E.s5.) 


‘Eco’ (4,5,6,7, tetrachloro-2-[2-dimethyl- 
aminoethy!]-isoindoline dimethochloride) is a 
new ganglion-blocking agent for use in the 
treatment of hypertension. It is said to be 
‘consistently effective’ orally, and the duration 
of effect is usually eight to twelve hours. Side- 
effects are ‘similar to those of the other ganglion- 
blocking agents’. Available as tablets of 25 mg. 
and 50 mg., in bottles of 25, 100 and 500. (Ciba 
Laboratories Ltd., Horsham, Sussex.) 


‘HyprocorTisONE ACETATE SNUFF CAPSULES’ 
each contain 15 mg. of hydrocortisone acetate 
and 85 mg. of an inert powder, and have been 
introduced for the treatment of hay fever. 
Application is by insufflation, the contents of 
one capsule being insufflated in twenty-four 
hours. The snuff is said to be entirely free from 
side-effects, and conjunctival symptoms are 
relieved simultaneously. Available as a set of 
6 capsules and insufflator, or in tubes of 6 
capsules and bottles of 12 and 25; the insufflator 
may be purchased separately. (Armour Labora- 
tories, Hampden Park, Eastbourne, Sussex.) 


‘INVERSINE’ brand mecamylamine hydrochloride 
is a new ganglionic blocking agent ‘which is 
completely and predictably absorbed orally’. 
It is indicated ‘in essential hypertension of 
moderate to marked severity, and malignant 
hypertension’. The effect is said to be gradual 
in onset (4 to 2 hours) and of long duration 
(6 to 12 hours), and fluctuation of blood pressure 
is minimal. It is contraindicated in recent 
myocardial infarction, coronary insufficiency 
and renal insufficiency. Supplied as 10-mg., 


quarter-scored tablets, in bottles of 100. 
(Merck-Sharp & Dohme Ltd., Hoddesdon, 
Herts.) 

‘Junior Paynocit” analgesic tablets each 


contain 2} grains (150 mg.) of aspirin and 1} 
grains (75 mg.) of glycine, and have been 





produced especially for administration to 
children. Issued in cartons of 20 scored tablets 
in sealed foilstrips of 4, and in dispensing packs 
of 240. (C. L. Bencard Ltd., Minerva Road, 
London, N.W.10) 


‘Lucipm’” brand benactyzine hydrochloride 
tablets are intended for use as a tranquillizing 
agent ‘for the treatment of psychoneuroses 
resulting from external stress’, and may also be 
‘helpful in the treatment of psychosomatic 
disorders and in compulsive alcoholism’. 
Issued in containers of 100 x 1-mg. tablets (a 
larger, dispensing pack will be available shortly). 
(Smith & Nephew Ltd., Welwyn Garden City, 
Herts.) 


*MiLTown’ brand meprobamate tablets are 
intended for use as a tranquillizing agent in 
anxiety states and in cases of muscle spasm. 
They are said to have ‘valuable sedative, 
hypnotic and muscle-relaxing properties’ and 
side-effects are ‘negligible’. Issued in bottles of 
50 tablets, each containing 400 mg. of mepro- 
bamate. (Lederle Laboratories Division (Cyana- 
mid Products Ltd.), London, W.C.z2.) 


‘RovaAMyYcIN’ brand spiramycin is a narrow- 
spectrum antibiotic for oral use. It is ‘markedly 
active’ against gram-positive organisms and 
only weakly active against gram-negative 
organisms. It is ‘especially indicated for the 
treatment of those patients who cannot tolerate 
other antibiotics and whose infections are due 
to organisms which are resistant to such 
substances’. It is said to be ‘remarkably well 
tolerated by adults and children’. Available as 
tablets, each containing 250 mg. of spiramycin 
base, in packs of 20. (Pharmaceutical Speciali- 
ties (May & Baker) Ltd., Dagenham, Essex.) 


PHARMACEUTICAL NOTES 
Boots Pure Druc Co. Lrtp. announce the 
introduction of a joint pack of penicillin G in 
vials, and aqueous solvent in aspirating ‘viules’. 
These are marketed under the name of 
viules’ and are available in slide cartons each 
containing 2 vials of penicillin (500,000 units 
per vial) and 2 ‘viules’ of solvent. (Station 
Street, Nottingham.) 


‘sol- 


Eu: Litty & Co. Lrp. announce the introduc- 
tion of ‘tes-tape’ brand urine sugar test-tape. 
A small piece of tape is moistened in a specimen 
of urine and held for one minute, after which 
the colour is compared with the colour chart on 
the label of the container. Available in small 
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dispensers containing tape for at least 100 
tests. (Basingstoke, Hants.) 


FILM NEWS 

Tue following are the titles of films which have 
recently been added to the I.C.I. film library: 
Artificial respiration (16 mm. sound; running 
time 11 minutes), Examination of an unconscious 
patient (16 mm. sound; running time 6 minutes), 
Control of hamorrhage (16 mm., sound; 
running time 7 minutes), Removal of clething 
and treatment of a fractured collar-bone (16 mm.., 
sound; running time 6 minutes), and First aid 
for a patient with a fractured spine (16 mm., 
sound; running time 8 minutes). (Imperial 
Chemical Industries Ltd., Imperial Chemical 
House, Millbank, London, S.W.1.) 


The Home Confinement (16 mm., sound ; running 
time 20 minutes), sponsored by Ciba Labora- 
tories Ltd., has been made with the advice and 
cooperation of the Royal College of Midwives 
and the Health Department of the Hertford- 
shire County Council and is intended primarily 
for the instruction of pupil midwives under 
training for district work as domiciliary mid- 
wives. Available on loan, free of charge, from 
the Gaumont British Film Library, Industrial 
Department, Aintree Road, Perivale, Green- 
ford, Middlesex. 


BRITISH EMPIRE CANCER CAMPAIGN 
THE annual report of the British Empire 
Cancer Campaign for 1955 shows that during 
the year some {£400,000 were distributed to 
research centres throughout Great Britain, 
the Commonwealth and the Colonies. Much of 
the report is devoted to work on the possible 
association between smoking and carcinoma of 
the lung, but so far no clear evidence of a 
causative association between any of the con- 
stituents of cigarettes and the induction of 
malignant changes in the lungs has been 
obtained. Perhaps the three brightest features 
of the report are the continuing evidence of 
the efficacy of busulphan in controlling chronic 
myelogenous leukemia, the confirmation of 
the radio-sensitizing action of ‘synkavit’ on 
carcinoma of the bronchus, and the further 
report from The Hospital for Sick Children 
Great Ormond Street, on the beneficial action 
of cyanocobalamin on neuroblastoma in 


children. 


THE CIBA FOUNDATION 
‘In the course of the year 1955 the Foundation 
provided accommodation for nearly 800 visitors, 
from some thirty countries, who were in London 
in connexion with their scientific work. Seven 
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international conferences were held and the 
proceedings of four have been published in 
book form. There were five meetings for 
purposes of discussion and four sessions of the 
quarterly clinical forum. A series of scientific 
film sessions has been inaugurated, of which 
there were five in this first year. Six British 


medical graduates were granted short-term 
bursaries for work in France The first 
seven international awards were made for 


papers descriptive of research relevant of the 
problem of ageing, a wide field in which the 
Foundation is attempting to encourage long- 
term research by younger workers’. 

This excerpt from the foreword to the annual 
report for 1955 of the Ciba Foundation epito- 
mizes admirably the excellent work which the 
Foundation is doing in its wholly successful 


achievement of its aim: ‘the promotion of 
international cooperation in medical and 
chemical research’. The Foundation is con- 


tinuing to play an outstanding part in maintain- 
ing the prestige of London as one of the 
foremost medical centres of the world. 


PROGNOSIS IN RHEUMATISM 
THE annual report of the department of rheu- 
matology of the Royal Free Hospital, London, 
for 1955 contains a follow-up analysis of patients 
with rheumatoid arthritis, ankylosing spondy- 
litis, and osteoarthritis. This shows that in the 
case of rheumatoid arthritis, the probability of 
readmission within one year of discharge is 13 
in 100. The probability rises steadily, so that the 
chance of being readmitted within eight years 
is 43 in 100. Only 65 out of every 100 patients 
with ankylosing spondylitis survived the first 
year without readmission. Again the probability 
of readmission rose with the passing of time, 
until only 35 out of 100 patients completed the 
fifth year without readmission. After this, how- 
ever, until the end of the follow-up period (eight 
years), no further readmissions occurred, sug- 
gesting that in a patient who completes five 
years without readmission the disease, if not 
cured, is at least controlled. In the case of osteo- 
arthritis, 92°, of patients completed one year 
without readmission, and the chances of being 
readmitted within eight years were 30 in 100. 


THE J. A. RYLE MEMORIAL PRIZE 
Tue Medical Association for the Prevention of 
War offers a prize of £75 for the best essay on 
‘A World Approach to Human Survival and 
Health’. The prize is open to qualified medical 
practitioners and medical students of any nation- 
ality. Entries, which must be written in English, 
must be submitted not later than December 31, 
1956. Full details can be obtained from the 
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coaxing calm from climax... 


To achieve calm is sometimes to cure and often to make amenable to treatment. 
Calm must be coaxed from a climax which is spasm and is pain. But not 
at the expense of the patient’s comfort nor at the risk of his person. The modern 
approach to calm in conditions of spasm is Buscopan. 


BUSCOPAN to Promote the healing of gastric ulcer. Hasten cervical dilatation in labour. 
Differentiate between a spasmodic and an organic obstruction. Overcome 
spastic dysmenorrhoea. Relieve pain associated with renal lithiasis or biliary 
colic. 

QUICKL Y—-SAFEL Y—EFFECTIVELY 






JBUSCOPAN * 


Brand of hyoscine — N - butylbrom ide 
Manufactured and distributed in England by Pfizer Lid., Folkestone, Kent, for 


C. H. Boehringer Sohn, Ingelheim am Rhein, 
Registered Proprietors of the trade mark. *Regd. Trade Mark 
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One lick of the spoon and children 

long for vitamin time. There is 

a potent carefully balanced formula 
hidden beneath the delicious taste 

of VI-DAYLIN. Each 5 cc. teaspoonful 
is a full day's supply of seven important 
vitamins. And with syntheti 
vitamin A there is no trace 

of fish oil. VI-DAYLIN needs no 
pre-mixing just pour into a spoon 
or add to milk, juices 
or cereal. Available 


in 90 cc. bottles 











Each 5 cc. of 
Vi-Daylin contains :— 
Vitamin A 3,000 i.u 


4 Vitamin D 
: (Viostero!l), B.P. 800 i.u 
Aneurine 
j aera gag -y me r 
Riboflavine, B.P. . . 1.2 me 
| |"Arcorbic ed F 4Ome ... many doctors prescribe 


Nicotinamide, B.P. 10 mg 


Pyridoxine Hydro- 
chloride ... 0.5 me 
~~ 


TRADE MARK 


Homogenized Mizture of Vitamins, A, D, By, Bz, Bg, C and Nicotinamide, Abbott 


ABBOTT LABORATORIES LTD - PERIVALE ~- GREENFORD - MIDDLESEX 








NOTES 


Honorary Secretary of the Association, 291 
Burntwood Lane, S.W.17. 


THE MEDICAL DIRECTORY 1957 
Tue Editor of The Medical Directory writes: 
“The accuracy of The Medical Directory 
depends upon the return of the annual schedule 
which has recently been posted to members 
of the medical profession. Should the schedule 
have been mislaid I shall gladly forward a 
duplicate upon request. The full name and year 
of qualification should be sent for identification’. 
Communications should be addressed to: 
The Editor, The Medical Directory, 104 
Gloucester Place, London, W.1. 

NEW STANDARD FOR ELECTRIC 

BLANKETS 

A NEw and stricter standard (B.S. 2612) for 
electric blankets has just been published by the 
British Standards Institution. All electric 
blankets made to this standard must carry the 
British Standards Institution’s ‘Kitemark’ of 
approval, which assures buyers that the product 
has been independently tested and approved as 
satisfactory. 


TAKING THE STRAIN 

In his annual report for 1955, the medical 
officer of health for Nottingham draws attention 
to the increased incidence of prolapsed inter- 
vertebral discs among nurses, resulting from the 
strain of lifting helpless bedridden patients. To 
reduce this occupational hazard he has intro- 
duced courses of instruction for home nurses in 
his area. These courses, which are given by an 
official of the National Council for Physical 
Recreation, consist of demonstrations of the 
correct way of lifting such patients: i.e., the 
substitution of the strong thigh muscles for 
those of the back. According to the report, the 
ease with which the nurses, who attended these 
demonstrations, ‘accomplished mancuvres, 
which hitherto had been difficult and even im- 
possible, was striking’. 

A NEW SMOKING DETERRENT 
ACCORDING to press reports, the Swedish Society 
of Internal Medicine was recently informed of a 
new smoking deterrent which can cure chain 
smoking in ten days. This consists of injections 
of an antibiotic called ‘EW-s55’. A course of 
injections makes cigarettes ‘taste like straw’. It 
is claimed that of the first hundred cases treated, 
40% stopped smoking and 50% cut their con- 
sumption by half. 


A TWIN RECORD? 
A 33-YEAR-OLD mother in the province of 
Quebec, who underwent an operation for re- 
moval of a kidney last autumn, has given birth to 
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her seventh set of twins in just over nine years. 
This number of twin births is claimed to be a 
record. The mother has also had two single 
births. Of the 16 children, 15 are living. 


RABID BATS 
It has long been known that vampire bats in 
Central and South America transmit rabies but, 
according to the World Health Organization, 
there is increasing evidence that this risk is 
much more widespread. In the United States, 
about 100 cases of rabid bats have been reported 


since 1953, and reports of rabid bats have 
recently come from India, Germany and 
Yugoslavia. The WHO points out that 


‘should the ubiquitous bat prove to be an 
important reservoir of rabies virus, control of 
the disease will be difficult’. Bat surveys are 
therefore being encouraged to try and assess 
the seriousness of the problem. Rabies is still 
an important disease in many parts of the 
world, including southern Europe. 


PUBLICATIONS 

Good Health with Diabetes, by lan Murray, 
M.D., F-R.C.P.ED., has now been published in a 
third edition. Accurately described as ‘a 
patient’s handbook’, it will prove of value to all 
practitioners in the management of their 
diabetic patients. (E. & S. Livingstone Ltd., 
price 2s. 6d.) 


Colorimetric Chemical Pathological Estimations 
using the Lovibond Comparator, edited by G. J. 
Chamberlin, contains a number of tests more 
appropriate to therapeutic or industrial use than 
to clinical chemistry, e.g. mepacrine, proguanil, 
DNOC, and it is unfortunate that as yet there 
are no methods for blood electrolytes, which 
are among the commoner requests in hospital 
practice. Doubtless the Lovibond comparator 
is useful in smaller laboratories and in field 
work but most larger laboratories have now in 
use absorptiometers, spectrophotometers and 
flame photometers. The editor, however, 
rightly points out in an interesting chapter that 
these instruments, unless properly used and 
understood, can give much greater errors than 
is likely in direct visual colorimetry with the 
Lovibond comparator. (The Tintometer Ltd., 
price 18s. 6d.) 


National Register of Medical Auxiliary Services. 
—The Register of Chiropodists and the 
Register of Orthoptists, 1956, have just been 
published. Copies will be supplied free to 
medical practitioners on application to the 
Registrar, The Board of Registration of 
Medical Auxiliaries, B.M.A. House, Tavistock 
Square, London, W.C.1. 
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Vol. I, 
Spector, is published 
wegis of the National Research 
presents in tabular form 
toxicity of a large range of solids, liquids and 
used 
Co., 


edited by 


Handbook of 
William 5. 


Toxicology 
under the 
Council. It 
data on the acute 
commonly 
Saunders 


several species of 


(W. B. 


gases tor 
laboratory 
price 495.) 


animals. 


Cruelty To and Neglect of Children is the report 
of a joint British Medical 
Association and the Magistrates’ Association. It 


committee of the 


provides an authoritative review of the subject 
which will be of interest to all concerned with 
child welfare. (British Medical Association, 


price 35.) 


Administering the Hospital Group, by A. C 
Stuart-Clark, M.A., is an admirable description 
of the functions and work of hospital manage- 
ment committees. Whilst it will be of particular 
value to new members of such committees, it 
will also be read with interest by all who are 
concerned with hospital work. (The Institute of 
Hospital Administrators, price 3s. 6d.) 


OFFICIAL PUBLICATIONS 
The Hazards to Man of Nuclear 
Radiations is the report of an 
committee appointed by the Medical Research 


Allied 


independent 


and 


Council to report on the medical aspects of 
nuclear radiation, including the genetic aspects 
the effects, 


not only of explosions of nuclear weapons, but 


It contains a detailed analysis of 


also of diagnostic radiology, therapeutic radia- 


tion and industrial radiation, upon man. 
(H.M. Stationery Office, price 5s. 6d.) 
Blindness in England 1951-1954 1s the third 


review by Professor Arnold Sorsby of the data 
contained in the blind registration certificates 
obtained from certain local authorities in Eng- 
land. (H.M. Stationery Office, price 3s.) 


Memorandum on the Closure of Schools and 
Exclusion from School on account of Infectious 


Illness, issued jointly by the Ministry of Educa- 
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LLOYD-LUKE (MEDICAL BOOKS) LTD., 49 NEWMAN STREET, W.! 


PRAC’ 
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tion and the Ministry of Health, deals with the 
occurrence of communicable disease only in 
its relation to attendance at school. As such, 
however, it will be of interest to practitioners 
as an up-to-date summary of current views 
on the subject. (H.M. Stationery Office, price 


1s. 3d.) 


Report of the Medical Research Council for the 
Year 1954-1955 shows that in the year ended 
March 31, 1955, the total expenditure of public 
funds by the Council was just over {£2 million 
on ordinary account and £107,193 on non- 
recurrent account. This is an increase of 
approximately £200,000 on the ordinary 
account, compared with the previous 
The staff employed by the Council for their 
1,709, including 536 
158 are medically 


year. 
own purposes is 
scientific staff, of 
qualified. As in previous years a large proportion 
of the Report is devoted to reviews of some of 
the more important problems in which the 
Council has been interested. These include the 
recent research on 
influenza, and vaccination against tuberculosis. 
(H.M. Stationery Office, price 10s.) 


now 
whom 


control of poliomyelitis, 


Matters of Life and Death is a revised edition 
booklet first 1945, 
intended to set out in simple language some 


of a published in and is 
salient facts about life, death, health and disease 
in this country, as shown by the various statis- 
tics collected by the General Register Office. As 
subject it can be 
(H.M. Stationery 


a guide to an intricate 
thoroughly 


Office, price 1s.) 


recommended. 


The Orthoptist, prepared by the Central Youth 
Employment Executive, in with 
the Ministry of Education, the Scottish Educa 
tion Department and the Ministry of Labour 
and National Service, describes the work and 
training of orthoptists who qualify by taking 
the diploma of the British Orthoptic Board. 
(H.M, Stationery Office, price 6d.) 
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Floraquin Applicator 





to The new Floraquin Applicator 


is designed for the simple, 


facilitate convenient and correct insertion 
of Floraquin by the patient. 


treatment The Floraquin Applicator is made 
of of smooth plastic and is supplied 
in a new package size of 50 
vaginitis Floraquin tablets. 
Literature on request 
FLORAQUIN” is a Registered Trade Mark 





c.p. SEARLE a co., trp. 
83, CRAWFORD STREET, LONDON, W.! 











LXXVI THE PRACTITIONER 





















For 

_: essential 
, weight 
gain... 


- STENEDIOL’ 


The most potent non-virilising 
tissue building Steroid 





*Free from the side- Dose : Adults (both sexes) 
effectofvirilisationinthe | One 10 mg. tablet thrice daily 
after meals: higher doses up 
to 150 mg. daily may be given 
Children (boys and girls 
before puberty) : One 10 mg 
disease or in conva- | tablet daily, or on alternate 
lescence from severe | days as required, after meals. 
illness where gain in | Treatment should be withheld 
weight is essential. on alternate fortnights 


recommended dosage, 
STENEDIOL is indicated 
particularly in wasting 
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‘Out, you impostors! Quack salving, cheating mountebanks! your skill 


Is to make sound men sick, and sick men kill’- 


AUGUST 


IN these days when we are inundated with 
medical congresses of one sort or another, it is a 
delightful change to be confronted with a con- 
gress against quackery. ‘It is to be feared’, writes 
The Editor, ‘that the Congress held recently in 
Paris with the excellent object of concerting 
measures for the repression of quackery attemp- 
ted too much. It might almost be described as a 
case of “‘Much cry and little wool’’. The forms 
of illegal practice of the art of healing are mani- 
fold, and a legislative Hercules would be requir- 
ed to crush all the heads of the monster. It would 
be more business-like to deal with them singly. 
But it is to be feared that doctors do not always 
go to work in a business-like manner to obtain 
the reforms they think desirable . . . A vast num- 
ber of resolutions were passed by the Congress 
the principal ones may be 
mentioned . hairdressers and perfumers 
should be forbidden to sell lotions for the pre- 
vention of scurf, etc. : here we think the Congress 
erred through excess of zeal’. The practice of 
writing prescriptions of drugs to be obtained 
only from a particular pharmacist was condemn- 
ed. ‘It was proposed that non-medical writers of 
articles or advertisements in newspapers, or of 
pamphlets distributed to the public in which the 
symptoms, course and results of any disease 
were described and remedies recommended for 
the cure or relief of the condition, should be 
guilty of illegal practice. The congress further 
invited the General Association of French 
Practitioners to organise a system of anti-quack 
advertisement. This does not seem to be a very 
practical proposition. The spectacle of quacks 
and doctors advertising against each other could 
scarcely be edifying. So undignified a public 
contest could only benefit the quacks’. 

‘It is interesting to reflect that Cheltenham, 
as a spa, has suffered eclipse through a libellous 
epitaph. All the world knows it. 


**Here lie I and my three daughters, 
All from drinking Cheltenham waters 
If we had stuck to Epsom Salts, 
We shouldn’t be lying in these here vaults’ 


‘At a recent gathering in Cheltenham, it was 
pointed out that this epitaph had never been 
verified, and that, if it did exist, it wore on its 
own face the evidence of libel . . . Cheltenham 
has been asleep to its own beauties for many 
years. Latterly it has been fortunate in finding 
itself possessed of a body of medical men who 


a few of 


Philip Massinger, The Virgin-Martyr 

1906 

are as celebrated for their skill and enterprise as 
for their mutual good fellowship. By pulling 
together they have now the satisfaction of seeing 
the town equipped with the one thing needful 
This was a well-furnished pump room. This 
magnificent building . . . was formally opened 

on the 20th of June’. 





Count Cagliostro (1743-95) 


The opening article in the August number 
fifty years ago, ‘Postpartum Haemorrhage’, is 
from the pen of E. Stanmore Bishop, F.R.C.S.., 
Surgeon to the Ancoats Hospital, Manchester. 
Lawrie McGavin, F.R.C.S., Surgeon to the 
Seamen’s Hospital Society, and Teacher of 
Operative Surgery in the London School of 
Clinical Medicine, reporting ‘Seven Cases of 
Hernia Treated by the Implantation of a Pre- 
pared Filigree of Silver Wire’, recalls that ‘It 
is now two years and a half since I introduced 
into this country the method devised by Dr. 
Willard Bartlett, of St. Louis, for the radical 
treatment of deficiencies of the abdominal wall’. 








THE 


Lawrie Hugh McGavin (1868-1932), besides his 
pioneer work in filigree implantation for hernia, 
is known for his extensive use of amylocaine for 
intraspinal injection. His novel The King’s 
Jester, had considerable success. 

Arthur Edmunds, M.S., F.R.C.S., Assistant 
Surgeon to the Paddington Green Children’s 
Hospital, presenting a clinical study of ‘Intes- 
tinal Obstruction in Children’, stresses the need 
of bearing in mind the possibility of a mechanical 
obstruction in cases of intestinal disorder: “The 
these with the 
physician, or practitioner, than with the surgeon, 


onus of cases lies far more 
and the credit for their recovery is much more 
due to the physician, who recognises them, than 
to the surgeon, who them’. 
Arthur Edmunds (1874-1945) was educated at 
King’s College Medical School and was appoin- 
ted assistant surgeon to the Hospital in 1912 and 
surgeon in 1919. He made his own surgical 
instruments in a workshop at the top of his 
house in Queen Anne Street. 
bearded man, of outspoken sincerity and honesty. 
He did not care for sports and abhorred blood- 
sports.’ (Plarr’s Lives.) 

Herbert French, M.D., M.R.C.P., Medical 
Registrar at Guy’s, and H. T. Hicks, F.R.C.S., 
Obstetric Registrar, discuss ‘Chorea Gravi- 
darum’; P. Lockhart Mummery, B.C., F.R.C.S.., 
Assistant Surgeon, St Mark’s Hospital, deals 
with “The Surgical Aspects of Colitis’; and 
B. G. A. Moynihan, M.S., F.R.C.S., and H. 
Upcott, F.R.C.S., ‘Recent Work in 


operates upon 


‘Edmunds was a 


review 
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Abdominal Surgery’. The Prize Essay this 
month, by H. Harold Scott, M.B , of Ludlow, 
late House Physician, St. Thomas’s Hospital, is 
entitled “The Causation of Infantile Convul- 
sions’. 

The first article in a new series ‘Some Famous 
Quacks’ is devoted to Count Cagliostro, a good 
deal of whose success was due to the fact that 
‘his country, his birthplace, and his parentage 
were all, like the origin of Jeames, 
mistry”’ 


“wrop in 
.. . It was his immeasurable impudence 
that made him supreme among quacks’. He was 
the inventor of ‘the Wine of Egypt (of which th: 
active ingredient was cantharides), of the elixir 
of life and eternal youth, of the Pentagon which 
was to regenerate man and restore him to his 
primitive state of innocence lost by original sin, 
the raiser of the dead’. 

According to Lyon Médical, when ‘a piece of 
sugar munched up 
quickly and then swallowed, ‘in ordinary cases 
of severe hiccough, the effect is immediate and 


moistened in vinegar’ is 


never fails’. 

Among the books reviewed are Carl von 
Noorden’s ‘Drink Restriction (Thirst Cures), 
particularly in Obesity’; C. R. Whittaker’s 
‘Essentials of Surface Anatomy’; John Ruhrih’s 
‘Manual of Diseases of Infants and Children’; 
L. S. Dudgeon and P. W. G. Sargent’s ‘Bacterio- 
logy of Peritonitis’; and Hugh Candy’s ‘Chemi- 
cal Analysis’. 


W. R. B. 









DIGESTION 
Lithographie 
de Travies 


Regd 


us 
) 


each J 


(Meret) 


PAINFUL GUT 


*‘Merbentyl’ relieves painful spasm of the gut without the 
side-effects (changes of heart rate, mydriasis, cycloplegia, 
dry mouth, etc.,) associated with other natural and 
synthetic anticholinergic agents. ‘Merbentyl’ both blocks 
the parasympathetic nerve endings and directly relaxes 
smooth muscle, thus it is an ideal remedy in functional bowel 
upsets and effectively allays painful spasm in organic diseases. 


MERBENTYL x 


rbentyl’ is available in tablets (each « 
@ielbylamin 


carbethoxybicyclobexyl hydrochloride 
. Containing 10 


Phenobarbitone 








“taining 10 

, id as a syrup 
mz. *Merbentyl’ i/so combined with 
15 me. (or i per tablet or § ¢.4. 


syrup). 


Even on the highest dosage (8 tablets per day) 
the basic daily cost to the N.H.S. is less than 7d. 


Distributed in U.K. & Rire by RIKER LABORATORIES LTD. LOUGHBOROUGH, LEICS. for the Wm. 8S. Merrell Co. London 
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o measured dose 


of 


drop by drop 
Administration of small doses of ACHROMYCIN 


d tetracycline is considerably simplified by the 


introduction of a new improved presentation 


a of the antibiotic ACHROMYCIN Liquid Pedi- 
atric Drops, which is issued in a small pliable 
The bottle 


plastic bottle with dropper nozzle 





is designed to deliver 5 mg. of ACHROMYCIN in 


each drop. Acuromycin Liquid Pediatric 
Drops is a pleasant cherry-flavoured prepar- 


ation intended particularly for infants and 
children where palatability is a factor. The 
dose from the dropper bottle can be conveni- 


ently added to milk, water or fruit juices 


YCIN' LIQUID PEDIATRIC DROPS 


on the earlier 


ACHROM 


TRAC YCUINE 
improvement 









Ready to use—an 


form of AcHRomycin Pediatric Drops 
now replaces 


requiring 


wm)» suspension in water) which it 
smmmanr ) ) fvatlable in 1¢ tropper bottle I Acnmom vous 
WY 






*Reed. trade mark hz 


LEDERLE LABORATORIES DIVISION La 


’ 
(yanamid PRODUCTS LTD tonoon, Ww 6.2 Tete 
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*REGD. TRADE-MARK ACETAZOLAMIDE 


IN EPILEPSY 
clinical evidence is growing 


The mounting evidence on the value of Diamox Acetazolamide indicates 
that the drug has considerable potentialities in epilepsy. Different workers 
have found that the drug shows marked seizure-controlling properties in a 
high proportion of patients treated. For example, of 70 patients treated 
with Diamox after resisting every other form of drug, only 2 showed no 
improvement. (Lancet, 1 : 304, 1956.) D1amox has given good results in 
epilepsy when used alone and in combination with other anticonvulsants. 
Its freedom from side effects appears to be a regular feature in published 


reports on the subject. 








Diamox Acetazolamide Tablets of 250 mg. (scored). 


? 
— Bottles of 25, 100 and 1000. 








Diamox Acetazolamide Sodium Parenteral 500 mg. 


PARENTERAL: | ~ 
Vials of 500 mg. 





LEDERLE LABORATORIES DIVISION 


Cyanamid prooucts 472 = LONDOK, W.C.2 








MOTORING NOTES 
Simpler Filling Up 


By ROBERT NEIL 


NEARLY all garages or service stations of any 
size and importance now use electric petrol 
pumps, which show their throughput not only 
in gallons, but also in pounds, shillings and 
pence. In spite of the obvious convenience of 
such pumps, it is very surprising how few 
garages are prepared to sell petrol to the passing 
motorist on a purely financial basis. There are 
very few motorists in France or Italy who buy 
their fuel by the litre, the more common 
practice being to demand petrol to the value of 
3000 francs or 5000 lire. The advantage of 
buying petrol in nice round financial figures is 
admittedly more obvious on the Continent, as 
one avoids receiving a handful of dirty, torn 
notes of small denomination. 

I am still surprised that this has not also 
become common practice in the United King- 
dom as this would avoid the inconvenience of 
fishing in more than one pocket for the correct 
amount, as well as the waste of time while the 
pump attendant rummages in his till for the 
correct change. As there are now so many ‘tied’ 
petrol stations it is surprising that, apparently, 
no high-level sales manager has yet thought of 
this method of taking more money off each 
customer. 

It may, perhaps, be argued by certain service- 
station managers that the relation between the 
gallons and the money shown on the pump 
meter is not accurate, and I believe it is normal 
practice for the till to be checked against the 
dipstick reading in the garage tank, as well as 
against the meter readings at the start and the 
end of the individual attendant’s spell of duty. 
This does not seem to be an insurmount- 
able difficulty, as many of the electric petrol 
pumps used in France and Italy are of similar 
design to those in this country. 


MAP READING 

I have had a plaintive letter from a reader, 
who became involved in an accident—for- 
tunately not affecting another road user— 
while attempting to read the map at the same 
time as he was driving. There will be many 
who feel that it would be wiser to stop the car 
before attempting to read the map: an attitude 
which cannot be contradicted. It is, however, 
possible to do so—provided there is some advance 
preparation, and great care is used at all times. 

With some maps and gazetteers, reading the 
map while driving is a perfectly simple opera- 
tion. With the map lying on the front pas- 
senger’s seat it is only necessary to turn one 
page forward, or’one page backward, if driving 


basically east or west. It will usually be found 
that turning either five or ten pages forward or 
backward will cover one’s route if travelling 
north or south. This system can be used quite 
easily with one of the book-type maps issued 
by Michelin of France, or with the British 
gazetteers published by both Newnes and 
Bartholomew. With an ordinary folding map 
it is necessary to re-fold the map in advance, so 
that only one fold needs to be turned at a time 
to follow an intended route. 

Provided only one detail on the map is studied 
at a time I think the operation can be done 
safely. At the first glance one can find a key 
town—perhaps the one just left behind, the 
next glance will suffice to find where the road 
number is marked, and the third glance to 
read the actual road number. Naturally great 
care must be taken at all times that the map is 
only looked at for as long as road conditions 
will allow. For example, it is no use thinking 
that, because there is a quarter of a mile of 
straight road ahead, and one is only doing 
30 m.p.h., there is a safety margin of about 
half-a-minute—30 m.p.h. = 1 mile in 2 
minutes, or } mile in 30 seconds. There might 
easily—particularly on French roads—be 
another motorist approaching but still out of 
sight, who is driving at 90 m.p.h.—or } mile 
in 10 seconds. Although I do occasionally 
read a map while driving alone on continental 
roads, I do not really recommend it to the nor- 
mal motorist. Particularly when touring abroad, 
where there is an ample supply of attractive 
cafes and restaurants, it is undoubtedly best to 
stop to study the map in surroundings where it 
can be spread out, with the curling corners 
controlled by wine glasses! 


CAR SICKNESS 

Far from being in the position to offer readers 
of The Practitioner advice on this subject | 
would like to reverse our normal relationship. 

I have noticed in recent weeks that the 
practice of dangling chains beneath cars is 
spreading, and I am assured by drivers who 
do this that it is the complete cure for car 
sickness, not only with adults and children, 
but with dogs. The only result of trailing a 
chain beneath a car, provided it is in contact 
with the ground, is to release the static elec- 
tricity generated in the mechanism of the car, 
and normally prevented from escaping to 
earth by the insulating effect of the four tyres. 
Why this should have any effect on car sickness 
is completely beyond me, and it would appear 
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that the cure is due to suggestion rather than 
anything as scientific as static electricity. 

One motorist of my acquaintance, behind 
whose car I drive perhaps four times a week, 
has a light chain dangling beneath his car. 
Owing to the breakage of a link it has not been 
in contact with the ground for some weeks, but 
he has convinced himself that the chain 
although doing nothing—is still effective. 
Against this can be set the experience of 
another friend. He had a chain fitted to his car, 
and this prevented sickness in both his young 
children for a long period, but unexpectedly 
both children were sick one day. Looking under 
his car he found that the chain had become 
caught up on the rear axle and, after releasing 
it so that it once again trailed on the ground, 
only a few minutes’ driving were needed for the 
children to return to normal. Although only a 
frightened layman where medical matters are 
concerned, the explanations so far offered to 
me savour of mumbo-jumbo, and I would be 
grateful to any reader who can explain the 
rights or wrongs of this matter. 


ROAD REPAIRS 

One is forced to the conclusion that relatively 
few of the many public servants responsible for 
maintaining our roads, and signposts, in reason- 
able repair, are motorists, or, if they are, their 
motoring is confined to the shortest of trips 
between their home and office. How else can 
one explain the absurdities any habitual 
motorist will encounter in the course of a 
week’s driving? Without deliberately looking 
for faults I have seen in the last few weeks some 
amazing instances of the apparent thoughtless- 
ness of road engineers. On one stretch of road, 
which under normal conditions could just 
take three lines of traffic, approximately one- 
third of the road was up to enable drainage 
modifications to be carried out. The usual 
barriers and array of red lights were sited so 
carelessly, however, that the effective width of 
the road was reduced to barely sufficient for 
one stream of traffic, with the result that a 
serious bottle-neck was created. Whilst this was 
‘controlled’ during daylight by two youths 
with red flags, who made some attempt to work 
in accordance with the weight of traffic from 
either direction, control was taken over after 
dark by automatic lights, which, of course, 
made no allowance for the fact that there was a 
steady stream of traffic from one direction, 
and none from the other. It was difficult to 
resist the temptation to ignore the lights, 
especially as this hold-up was on a straight 
stretch of road, which one could see was 
completely clear. 

Mention of motoring after dark reminds me 
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of how few signposts one encounters in the 
course of a week’s driving which are sited in a 
suitable position for modern high-speed traffic. 
There are still innumerable signposts placed 
so that they would be easily visible from a 
coachman’s seat, but which are.more or less 
invisible from the driving seat of a modern 
car. Even those signs which are placed at a 
reasonable height become useless if they are in 
an area where most drivers have their head- 
lights dipped because of constant oncoming 
traffic. I have no doubt that those responsible 
locally for the siting of signposts seldom need 
to consult them, as the local roads are well 
known to them, but this seems the worst type 
of excuse. The signposts are obviously intended 
first for strangers to the district. One shudders 
to think what some foreign visitors must think 
of our signposting; motorists accustomed to 
driving on the Continent will agree that most 
other countries set us an example in sign- 
posting—an example we should follow. 


OIL CONSUMPTION 

In conversation with many motorists it would 
seem that it is usually the careful and pains- 
taking driver who first complains of heavy oil 
consumption. I think that in many cases this 
is explained by the frequency with which such 
drivers check the oil level in the sump, and 
then add some if the level is the slightest 
amount below the ‘full’ mark. I have found 
that on very many cars the oil level may drop 
a noticeable amount in a relatively short 
mileage, but if this initial drop is ignored a 
large mileage can be covered before the level 
varies further. Almost all manufacturers’ 
instruction books state that the oil level should 
be maintained between the ‘full’ and the ‘low’ 
marks on the oil dipstick, and should never be 
allowed to fall below the low mark, but there is 
no necessity to maintain the oil level as con- 
stantly as possibie at the highest mark. Any- 
where between the two marks will give com- 
plete protection, and there is no nece§sity to 
add oil to the sump in half- or quarter-pints 
as some motorists do. On almost all cars 
it is only necessary to add oil to the sump 
after the level has fallen sufficiently to allow at 
least a pint to be added. One motorist with 
whom I talked on this subject was in the habit 
of checking his oil level before leaving the 
garage in the morning, and was disturbed to 
find that when he checked it later in the day 
the level had dropped. This is explained quite 
simply by the fact that when he first checked it 
all the oil was in the sump, after a night 
in the garage, whereas when he checked it 
later a proportion of the oil had been circulated 
in the engine lubrication system. 
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In coma, delirium or depression 


PARENTROVITE 


Injectable B complex with vitamin C 





A massive dose of injectable B complex with vitamin C... to 
restore normal cerebral functions in toxic states due to narcotic 
or barbiturate drugs, alcohol, or acute infections. 
Ih DONE i 3 pairs oj impou es. H Pilai pack aiso avai thle. 
A pres OROVITE, containing « me B complex vita 

' traty als ava ible / , 


ips of preparations containir 
BECOVITE & BEFORTISS. /, 


ry] | VITAMINS LIMITED | (DEPT. CY8 ), UPPER MALL LONDON, w.é6 
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prethyl-p -meth ylglutarimide 
and 


DAE TAZOrT.=E: BRAND OF AMIPHENAZOLS 


2: 4-di b] lthiazole hydrochloride 


"oe - 





in Barbiturate Poisoning 

““ MEGIMIDE ” is “ a barbiturate antagonist of real clinical worth. 
To omit to use it in the treatment of barbiturate poisoning is to run 
the risk of the broncho-pneumonia that is so often fatal in these 
cases.” (Lancet, 1955, i, 181.) 

“DAPTAZOLE,” itself a weak barbiturate antagonist, enhances the 
action of “* Megimide.” 

“ Megimide ” and “ Daptazole ” administered together intravenously 
ensure safe, quick recovery from barbiturate intoxication without the 
risk of convulsions and secondary depression which often follow the 


use of other central analeptics. 





BEEGIMIITD=E 


in Barbiturate Anaesthesia 
““MEGIMIDE ” is of value to lighten or terminate the anaesthesia 
of patients under the influence of barbiturate anaesthetics. 





A ee EEE 


A. & G. NICHOLAS LTD. ETHICAL PHARMACEUTICALS 
ne I 
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DAE TAZOLX.E 


and Morphine 


in the treatment of intractable pain 


A further clinical report on the use of “Daptazole” and 
Morphine published in the “British Medical Journal” of 2\st 
January, 1956, confirms that the administration of “‘Daptazole”’ 
with large doses of Morphine results in the alleviation of the 
intractable pain of terminal carcinoma. 


“Administration of large amounts of morphine 
In this paper without respiratory depression, narcosis or 
the results of the 


treatment in 127 
cases are described apparently prevents the onset of any marked 


depression of the cough reflex; amiphenazole 


and the main advan- tolerance to morphine, and possesses a central 
tages of the combina- 
tion summarized 

thus :— 


nervous stimulant action of the caffeine type 
and treated cases have a bright mental out- 


look under otherwise hopeless conditions.” 





“MEGIMIDE ” and “ DAPTAZOLE "’ are freely prescribable under N.H.S. 


Further information and literature available to the medical profession 
on request from the manufacturers, 


a. a G’ NICHOLAS tr. 


wre  } 


SLOUGH, BUCKS. Telephone : Slough 22381/5 
ae 
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For rapid control of seborrhoeic dermatitis 


© Pragmatar ’ is a most effective preparation for seborrhoeic dermatitis, 
and for the general care and hygiene of the seborrhoeic scalp. It is 
extremely valuable also in eczematous skin eruptions in which a 
seborrhoeic factor is involved. 


* Pragmatar’ incorporates three of the drugs that are fundamental in 





dermatology — tar, sulphur and salicylic acid. ‘ Pragmatar’ is easy to 
apply and easy to remove: it does not stain the skin and has a 


pleasant smell. 


PRAGMATAR 


highly effective in an unusually wide range 
of common skin disorders 


Available in 1 oz. (28 g.) tubes 


@ Smith Kline & French 


represented by Menley & James, Limited, London S.E.5 


PRP 66 
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>= THE GREATEST RANGE 


: Length of experience, Breadth of organisation and 
-_— Height of aspiration have provided a range of Infant 
Milk Foods to deal with almost every feeding problem. 
It has always been our policy to co-operate with Pzdia- 
tricians both at home and overseas, and many of our 
ail eniiiiiinten Special Foods have been made at their instigation. 

If you have any feeding problems, we shall be only too 
happy to give you any possible help, by discussing pro- 


duction of additional special foods. 





Full details of all our products, with analyses and indications, are given in our Medical 
Handbook, obtainable on request from the Medical & 
Research Department, Cow & Gate House, Guildford. 
CLINICAL SAMPLES will also be sent. 


Mecow & GATE 
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Effective Double Treatment 


for Dandruff, Seborrhoea Capitis and Scalp Psoriasis 


Sebigen — formerly known as Sebbix 
Cream — is an effective, white, virtually 
odourless cream. Non-greasy, it is readily 
used by women since it does not mat 
or clog the hair. 


S. bigen 


Purified fraction equivalent to 


Genisol is a new shampoo type 
preparation intended for the 
removal of scale and 
stimulation of normal skin 
growth. Genisol can be 

used with Sebigen or by 

itself when treating mild 
seborrhoea and dandruff. 


Purified fraction equivalent to 





Crude Coal Tar 

Sulphur 

Salicylic Acid 
in a water miscible base 


l-oz. tube — 2/3d. basic N.H.S. price 


Safe - effective - economical 


Crude Coal Tar 2% 
Hexachlorophene 1% 


2-oz. bottle (approx. 8 shampoos) — 2/0d. basic 
N.H.S. price 


GENATOSAN LIMITED, LOUGHBOROUGH, LEICESTERSHIRE g 
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1 I \DAX encourages women to lead 


a normal life during the monthly period. 


It frees them from chafing of the thighs and 
avoids the undesirable “ bridging” effects 
between vagina, urethra and anus caused 


by perineal pads. It needs no belts or pins. 


aR 8.) Sa 


at | 





Professional samples and 
literature will gladly be 
supplied by Medical Deft., 
Tampax Lid., Beloue Road, 
Northolt, Greenford, 
Middlesex. 





SANITARY PROTECTION WORN INTERNALLY 
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DILACOL tablets 





for the common cold 


have been classified in 








CATEGORY 4 | 





and are prescribable on 


N.H.S. form E.c.10 


Each Dilacol tablet contains 


Dose 
Cost 


Availability 


Perdilatal |-(p-hydroxypheny!)-2-(! ‘methy!-3'-phenyl-pro- 


pylamino)-propano!l-(!) hydrochloride . 1.5 mg 
Propy! salicylamide . . ‘ ‘ 60.0 mg 
Quinine hydrochloride . . . —"T 50.0 mg. 


| to 2 tablets every 4 hours (maximum of 8 tablets per day) 
Daily cost of treatment at basic N.H.S price |/!d. approx 


Carton 24 tablets (individually wrapped in strips of 6) 
Carton 480 tablets (individually wrapped in strips of 8 
Dispensary container 500 tablets 


Dilacol was classified by the Standing Joint Committee on the 
Classification of Proprietary Preparations in February, 1956 


Members of the medical profession are invited to write for details to: 
Smith & Nephew Limited, Welwyn Garden City, Herts 
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COSTIVE CHARACTER 





Remember Edith? 


...She’s still as edentulous as ever, for her of PETROLAGAR Plain (blue label). 
lower alveoli have absorbed to the point PETROLAGAR is composed of 25 
where nothing will seat. So she avoids mineral oil emulsified with certain bulk 
like the plague any roughage foods, and madefaction-retaining substances. 
no matter how good they may be for Mixing intimately with the intestinal 
her bowels. But both she and her con- contents, it helps to make up the defi- 
stipation are seen in the surgery far less ciency in moisture and mass, restoring 
often, for now she takes asmall daily dose a natural consistency to the feces. 





PETROLAGAR | 22:2225"5 








> nstipation and wil Phenolp alein 
Wyeth ) ahealans ah dale os 
Supplied in G-ounce and 1 b-ounce tiles 
The word ‘ Petrolagar’ is the registered trade mark o 





JOHN WYETH & BROTHER LIMITED 
Clifton House, Euston Road, N.W.1 
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*“* No — there’s a big difference, Mr. Baxter... 


... as you will remember, in protamine zinc insulin, the action of the insulin is 
modified by the presence of a foreign protein, protamine. In contrast, I.Z.S. 
contains no protein or peptide material other than the insulin itself. That is its 
great advantage over other insulins. You see, gentlemen, the action of I.Z.S. 
persists for the required period by appropriate adjustment of the particle size of 
the insulin zinc compound. It is because the effect of I.Z.S. is entirely independent 
of any modifying protein, that allergic reactions following its use are virtually 


unknown. Any other questions ?” 


1.Z.S. A.B. Vials of 10 c.c. s 
40 or 80 units per c.c ) | nsulin 3 


1.Z.S. (Amorphous) A.B. Vials of 10 c.c 


40 or 80 units per c.c CD inc 
i.Z.S. (Crystalline) A.B. Vials of 10 c.c s 
mi oa. Suspension A B. 


Joint Licensees and Manufacturers : 


ALLEN & HANBURYS LTD @ THE BRITISH DRUG HOUSES LTD 
LONDON E2 LONDON NI 


TRane wane 
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inflammation 


infection 





against both: 


Neo-Cortef 


OINTMENT 


anti-inflammatory and anti-bacterial 


Containing both hydrocortisone and neomycin, Neo-Cortef Oint- 
ment simultaneously reduces inflammation and controls or pre- 
vents infection. With Neo-Cortef, good or excellent results are 
obtained in 77% to 86% of patients with atopic or contact derma- 
titis, infectious eczematoid dermatitis, pruritus ani and vulvae, 
neurodermatitis and other common dermatitides. 


N e 0 7 C 0 [ t ef ointment is supplied in 5 Gm. tubes 


Each gram contains: 


Hydrocortisone acetate 10 mg. (1.0%) 
or 25 mg. (2.5%) 
Neomycin sulphate 5 mg. 


equivalent to 3.5 mg. neomycin base. 


* Tredemart 


UPJOHN OF ENGLAND LTD. 
4 Aldford Street, Park Lane. London, W.1 Grosvenor 556! 
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Is aspirin ? 
a 


FURTHER RESEARCH has now been done into the irritant effects of aspirin 
upon the gastric mucosa. A detailed report on this work appears under 
the heading “Aspirin and Ulcer” in the B.M.J., July 2, 1955. 

The summary of the discussion appended to this report is as follows: 
“Aspirin is a serious gastric irritant, particularly in peptic ulcer patients.” 


Here is a further extract from the report : 

“In conclusion it is suggested that aspirin should 
never be given to patients with peptic ulcera- 
tion, or indeed to those who have any gastric 
intolerance to it, however mild. Such an in- 
struction should be given a prominent place in 
peptic ulcer advice charts, usually in place of 
much that could be safely left out. Some of 
these patients took aspirin on a full stomach 
only in powder form, with serious results, and, 


although this method almost certainly miti- 
gates its irritant effects, it does not guarantee 
immunity, Calcium aspirin does not have this 
irritant action unless it has deteriorated through 
standing, and it can be used with impunity, 
especially if prescribed in soluble form. This 
simple measure would, in our opinion, cut down 
significantly the incidence of haematemesis and 
exacerbations of ulcer symptoms.” 


SOLPRIN provides calcium aspirin in pure and stable form. 


copDis is a compound tablet that provides codeine and 


phenacetin and calcium aspirin, in place of the 


ordinary aspirin in Tab, Codein, Co, B.P. 


Neither SOLPRIN nor CODIS is advertised to the public. 


RECKITT & COLMAN LTD., HULL & LONDON (PHARMACEUTICAL DEPT. HULL) 
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du MAURIER 
the filter tip 
cigarette 


CORK TIP IN THE RED BOX 


PLAIN TIP (MEDIUM) IN THE BLUE BOX 
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SPIRIN is still one of the most 
useful drugs in paediatrics. 
Standard 5 grain tablets are 
not easy to administer, and may 
cause dosage difficulty. Rasprin 
tablets have been introduced to meet 
the need for a safe, prescribable 
children’s aspirin. Each Rasprin 
tablet gives 1} grains of soluble 
calcium aspirin (equivalent to a 
quarter of a standard aspirin 
tablet), making dosage simple, even 


for infants. 


.G.H. LABS 
= iasonaronies LTO) 
“FORD 3 LANCS. 


PERU STREET SA 











Sate 

Each 10 Rasprin tablets is packed in a plastic vial. 
The amount of aspirin in each container is therefore 
limited to a total of 12} grains, making accidental 
overdose impossible. Rasprin disintegrates in the 
mouth so quickly that there is no possibility of 
choking. 


Each Rasprin tablet contains calcium carbonate, 
which reacts with the aspirin to produce soluble 
calcium aspirin; together with citric acid, to start 
the reaction and ensure quick disintegration. 


t 
Rasprin tablets have an inviting colour and a 
pleasant raspberry flavour which makes them very 
acceptable to young children. 


Economical 

Rasprin is distributed in special dispensing packings, 
and is free of Purchase Tax. The prescription price 
is 4d. per vial of 10 tablets. 

On Prescription Only 

Rasprin is not advertised to the lay public, and may 
be prescribed on Form E.C. 10. 
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The Medical Service of the Royal Navy 
VACANCIES FOR MEDICAL OFFICERS 


Candidates are invited for Short Service Commissions of 3 years, on termination of 
which a gratuity of £450 (tax free) is payable. Ample opportunity is granted for 
transfer to Permanent Commissions on completion of one year's total service. Officers 
so transferred are paid instead a grant of £1,500 (taxable). 

All entrants are required to be British subjects whose parents are British subjects, 
to be medically fit, and to pass an interview. 

Full particulars from the Admiralty Medical Department, Queen Anne's Mansions, 
St. James's Park, London, S.W.1!. 
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the finest method of 


encouraging normal evacuation 


Despite the innumerable laxatives 
introduced since Taxol—it still remains 
the treatment of choice amongst 
physicians for the easy re-establishment of 
normal evacuation. Without purgation, 
Taxol gently but surely promotes 
the return of proper colonic function 
and encourages the resumption of 
a regular, comfortable bowel action. It is 
the method of choice for pre-operatory 
preparation, particularly for perineal 
and rectal interventions, and for 
use after operation. 


101 GREAT RUSSELL STREET, LONDON, W.C.I 
Telephone: MUSeum 2042-3 Telegrams: Taxolabs Phone London 
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but when pollens are a problem 


PIRITCN is the most effective tic agent for the control of hay 
fever symptoms. Owing to its low lack of side-effects and high 
degree of tolerance, Piriton may be given with safety over the long periods 
necessary for adequate control of hay fever. Welcome relief of sneezing 
and lacrimation is obtained in some cases within 10 minutes and in most 
cases within 30 minutes ; following a 14 dose, ~ orally, a relatively 
symptom-free state may be maintained for up to 6 hours. 


Piriton 


TABLETS Piriton Maleate are availabic INJECTION of Piriton Maleate is avail- 
in bottles containing 25 and 500 tablets. able in boxes of 5 and 100 ampoules of 
Each tablet contains 4 mg. of Pirion | cc. Bach cc. contains 10 mg of 
(chlorpheniramine maleate). Piriton (chiorpheniramine maileaic). 


PAEDIATRIC SYRUP is supplied in bottles of 
4 Guid ounces and 2 litres. Each teaspoonful con- 
tains 2 mg. of Piriton (chlorpheniramine maleate). 
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